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Personal Care @ Products Council

' Committed to Safety,

Quality & Innovation
Memorandum

TO: Bart Heldreth, Ph.D.
Executive Director - Cosmetic Ingredient Review

FROM: Alexandra Kowcz, MS, MBA
Industry Liaison to the CIR Expert Panel

DATE: November 16, 2023

SUBJECT: Draft Final Report: Amended Safety Assessment of 5-Amino-4-Chloro-o-Cresol
and 5-Amino-4-Chloro-o-Cresol HCI as Used in Cosmetics (draft prepared for the
December 2023 meeting)

The Personal Care Products Council respectfully submits the following comments on the draft
final report, Amended Safety Assessment of 5-Amino-4-Chloro-o-Cresol and 5-Amino-4-
Chloro-o0-Cresol HCI as Used in Cosmetics.

Key Issues
Margin of Safety —The reason for assuming 100% dermal penetration for an MoS calculation

should not be “In consideration of the absence of dermal absorption data for 5-Amino-4-chloro-
o-Cresol HCI at the maximum use concentration of 1%”. The dermal penetration data available
are at a concentration of 1.6% which is applicable to the use concentration of 1%.

If the report is published without the information from the original report, the text should be
modified to make it clear that the original report needs to be consulted to get summaries of all the
studies on these ingredients. For example, under Subchronic, without the italicized text, it would
be helpful to state something like: “A repeated-dose toxicity study of 5-Amino-4-Chloro-o-
Cresol HCI1 was included in the original report. No additional repeat-dose studies were found in
the updated literature search, and unpublished data were not submitted.”

The Summary should also clearly state that the original report should be consulted as the studies
in that report are not included in the current report.

Additional Considerations

Composition and Impurities — It would be helpful to use the same name for the impurity in the
summary of the information from the old report (currently stated as 2-methyl-5-aminophenol)
and in the summary of the new information (currently stated as 4-amino-2-hydroxytoluene).
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Cosmetic Use; Margin of Safety — The 1% use concentration in the original report is cited to a
specific company. It was a reference that is dated 1994. It was not a survey that was submitted
in 1994. It was not a use concentration that “was reported by the Council” as stated in the
Margin of Safety section.

Margin of Safety; Summary — The Margin of Safety section correctly states that the SCCP
calculated the MoS under oxidative conditions. The Summary incorrectly states that the MoS
was calculated “under non-oxidative conditions”.
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Personal Care @ Products Council

. Committed to Safety,

Quality & Innovation
Memorandum

TO: Bart Heldreth, Ph.D.
Executive Director - Cosmetic Ingredient Review

FROM: Alexandra Kowcz, MS, MBA
Industry Liaison to the CIR Expert Panel

DATE: November 16, 2023

SUBJECT: Draft Final Report: Safety Assessment of Plant-Derived Charcoal Ingredients
as Used in Cosmetics (draft prepared for the December 2023 meeting)

The Personal Care Products Council respectfully submits the following comments on the draft
final report, Safety Assessment of Plant-Derived Charcoal Ingredients as Used in Cosmetics.

Composition and Impurities — It would be helpful to state the carbon content of the charcoal used
in the studies cited to ECHA in the Composition and Impurities section.

Cosmetic Use — Please add “shampoo” after “24” in the following: “Charcoal Powder is reported
to be used in 24 formulations”

Dermal Irritation and Sensitization Studies; Summary — Please state that the results of the
LLNAs indicate that Charcoal (at the tested concentrations) was not sensitizing. A person
unfamiliar with the LLNA might not know the meaning of the inability to calculate a stimulation
index in this assay.
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Cosmetic

eVview

Commitment & Credibility since 1976

Memorandum
To: Expert Panel for Cosmetic Ingredient Safety Members and Liaisons
From: Priya Cherian, M.S., Senior Scientific Analyst/Writer, CIR
Date: November 20, 2023
Subject: Safety Assessment of Ethyl Tafluprostamide and Isopropyl Cloprostenate as used in Cosmetics — Wave 2

Enclosed is an assay in which subjects used an eyelash serum containing 0.0044% Isopropyl Cloprostenate for 8§ mo
(data_ProstaglandinAnalogues Wave2 122023). Please note, a summary of this assay was included in the report
submitted to the Panel on November 9, 2023; however, at that time, the full study report had not been received (only
summary data had been provided; data20 ProstaglandinAnalogues 122023; pdf page 753 in the original Prostaglandin
Analogues submission to the Panel). Therefore, the full version of this study is being provided herein as Wave 2.

In addition, a report submitted to the Panel on November 9, 2023 included the following statement: “Ethyl
Tafluprostamide is found to have a moderate oral absorption potential. This estimation is based on a molecular weight of
452.5 g/mol, water solubility of 1.05 g/, and a log Ko of 2.74” (datal ProstaglandinAnalogues 122023; pdf page 67 in
the original Prostaglandin Analogues submission to the Panel). However, the molecular weight of Ethyl Tafluprostamide is
not 452.5 g/mol, but is 437.5 g/mol (the molecular weight of Tafluprost is a 452.5 g/mol). CIR staff requested clarification,
and according to email correspondence, the reference to a molecular weight of 452.5 g/mol was found to be a typographical
error. However, submitters stated that the marginal difference in molecular weight between Ethyl Tafluprostamide and
Tafluprost would not affect the assessment, and therefore, Ethyl Tafluprostamide is still estimated to have a moderate oral
absorption potential.

Comments on the Draft Tentative report have been received from Council. These comments may be found herein as
PCPCcomments_ProstaglandinAnalogues Wave2 122023.

1620 L Street NW, Suite 1200, Washington, DC 20036
(Main) 202-331-0651
(Email) cirinfo@cir-safety.org (Website) www.cir-safety.org



mailto:cirinfo@cir-safety.org
http://www.cir-safety.org/
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Personal Care @ Products Council

' Committed to Safety,

Quality & Innovation
Memorandum

TO: Bart Heldreth, Ph.D.
Executive Director - Cosmetic Ingredient Review

FROM: Alexandra Kowcz, MS, MBA
Industry Liaison to the CIR Expert Panel

DATE: November 16, 2023

SUBJECT: Draft Tentative Report: Safety Assessment of Ethyl Tafluprostamide and
Isopropyl Cloprostenate as Used in Cosmetics (draft prepared for the December
2023 meeting)

The Personal Care Products Council respectfully submits the following comments on the draft
tentative report, Safety Assessment of Ethyl Tafluprostamide and Isopropyl Cloprostenate as
Used in Cosmetics.

Abbreviations; Pupil Constriction — For EDs, either the abbreviation or the definition is not
correct. EDs is a median effective dose. The Pupil Constriction section says: “Potency was
expressed as an EDs value which represents the dose estimated to produce a 5 unit area (mm*hr)
in a graph of the difference in pupil diameter in the dosed eye versus time (or median effective
dose).” This section also is incorrectly calling EDs a median effective dose (5 should be 50 if it
is representing a median). As noted in the text the study authors appear to have defined EDs as
the dose estimated to produce a 5 unit area difference. If EDs is left in the Abbreviations table, it
should be defined as it is defined in the text of the report. The abstract of reference 24 uses the
term ECso a median effective concentration.

Composition and Impurities — The composition of a finished product does not belong in the
section on composition and impurities. This information should be deleted from the report as it
adds no useful information regarding the safety of Ethyl Tafluprostamide. If it is left in the
report, it should be presented in the Cosmetic Use section.

DART, Parenteral, Isopropyl Cloprostenate; Summary — It is not clear what is meant by “reduced
spermatozoa” and “decreased spermatozoa”. Were sperm numbers reduced or was the size of
the sperm reduced?

Ocular Pigmentation and Periorbital Volume — It should be clearly stated that the eyelash serum
containing 0.0044% Isopropyl Cloprostenate was used daily for 8 months. Currently, it just
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states that the subjects were evaluated for 8 months with no information about the use of the
product.

Endocrine Activity; Summary — Was there any information about what type of endocrine activity
was predicted by the models?

Ocular Irritation; Summary; Table 5 — The eyelash product containing 0.018% Ethyl
Tafluprostamide was tested in the HET-CAM (reference 6). It is not correct to state that the “test
concentration was not stated”.

Summary — When discussing the DART studies in the summary, please either indicate that the
treated mice and rats were males, or change “gonads” to testes to indicate that these studies were
only in males.
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lash serum containing 0.0044% Isopropyl Cloprostenate
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Baseline

1927
2750
2287
2285
4171
2254
3996
2922
48212
2155
2123
378
205.7
326

3311
5542
3
3lle
3812
1950
5212
4158
19524

4103
5590
3318
2694
1464

3534
4171
2484
210
4803
3269
1411
1022
3662
2087
4802
2085
3352
6103
331¢
252
5140
3758
3510
3624
2742
M7
1606
3797

N7

Month 1

3789
2481
2165
2599

1236
4884
2712
5231
1453
2526
3507
2157
22613
3163
2406
3849
448 |
2813
2983
1367
5610
408 6
1216
4(33
4677
3449
4058
3094
1741
1858
1562
4792
3167
2568
3818
3243
1297
106 1
3356
3269
3049
3396
441.7
5932
3002
3398
4405
3031
2937
2973
914
1214
3017
37
2452
3238
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3885
3078

1274
1965
1342
2350
4174
2568
173 8
3490

1054
1374
3346
241
3348
3330
N7
5957

3951
4486
3883
3076
1747
1246
2190
1964
3922
2437
2820

AevaID-HE Positive volume (mm3) Left

‘ REDhl

3763

552.5
4584
1339
4620

51438
4480
2698
1937
1483
1989
4290
551
2313
4203
3346
%7
2428
3754
2746
3451
2138
4520
6101
2651
4324
4428
mi
7.9
3562
1926
164 0
103.7
3907
2486
2983

Table 3

Month §
2690
2366
260 1
3635
3803
189.9
4472
1044
4451
232
2761
2837
2972
2787
3483
2521
463.5
4395
2169
4428
1611
521
4916
3187

4083
5598
4063
364 4
1891
1274
490 7
3379
3159
266 3
3864
3161
145 ¢
196 9
2844

4367
3540
4506
5889
2358
8483
5015
3649
3983
443

1271
174 8
3s10
3728
3813

Month 1
1862
-269

41

Page 66 ol 103
Rewvised: 11732023
Difference From Baseline At :
Month 2 Manth 4
73 348
524 439
412 277
448 273
150 353
358 245
1172 779
442 54
454 2
~1306 -597
6f.2 1904
39 437
412 1336
763 -4086
771 4649
-39 -1030
~166 1 -I15¢
1511 685
60 -§39
786 49
356 <346
160 313
1602 425
-871 -615
-129 523
<21 & -383
St 443
1820 1162
579 01
499 471
366 -525
-114 4 -15446
03 19
516 67
-473 102
-1114 401
-208 .7
357 644
352 1406
-316 a3
-576 241
954 -1352
1245 53
365 168
-146 -02
1269 -66 3
301 -127
653 N2
%38 16
-434 230
123 62
-1496 816
473 17
358 569
131 no
268 219
964 -800

Momth 8

<740
-10§

947
I g
499
-43 5

il54
214
-956
41
-124
-5
473

-53 9
446
142
<287
1023
26
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Table 3
(contioued)

Aeva3l-HE Pasitive voiwine (mm3) Left

T ——

Page 67 of 103
Rewviged 13/3/2023

62 3047 2947 3678 3405 25513 99 632 359 =493
63 5139 5109 5426 5340 5415 30 287 20.1 276
64 1%66 1000 §87 1701 nio 956 1079 <265 836
65 285.7 2422 2763 3191 2887 -43 4 23 335 a0
&6 2342 2i02 2254 1967 2170 240 58 <375 -A72
67 3878 3268 3626 3075 3597 611 -253 -804 282
68 m7 2696 2717 2368 2761 “41 46t 369 24
69 2382 270.6 2623 3573 3181 154 71 1021 629
LY 4393 3663 4337 427% 3849 29 -535 -11s -544
n 2563 2410 2123 2451 2037 +153 <380 -72 526
” 1871 1791 822 1577 136% 120 -9 -93 306
k] 3035 2619 3640 2823 2708 416 05 213 327
74 2744 2709 2652 3941 2729 38 92 1ns7 -16
& 4208 3603 4230 4003 4023 60§ 22 205 185
% 3880 a1 6895 3501 3656 221 3005 i <233
77 5575 6537 11106 3949 727 961 5531 373 2151
78 3856 3645 3469 3858 4076 211 -387 0 220
79 276 2666 2520 2918 2929 920 ~225 173 133
20 3978 4517 e 4100 4272 4l -i%0 125 296
82 3361 2997 s 32713 342.1 2365 -143 89 39
84 3394 2925 1546 3567 2803 469 153 174 -590
&8 3981 912 3236 1435 3402 69 745 -546 579
87 3449 4410 3798 3802 17 961 2349 353 =532
38 770 305 4 4517 4143 3134 284 1747 1373 414
89 3930 3780 3981 3744 e -150 5] -85 -18
20 2378 2259 228.1 23560 2464 -1.¢ 87 181 84
91 1291 983 1543 1194 8o <303 252 87 482
92 1882 1382 27 3198 2t12 500 -1655 1313 230
93 2741 2698 2812 2901 2319 -43 71 160 222
94 3861 1959 3557 3636 2594 <1902 =304 228 -1267
95 2801 75 74 mz2 2299 374 07 -78 -502
26 4448 4343 4759 486 9 4518 -105 31t 42) 740
97 2155 24929 959 843 00 345 -1196 -1312 -3154
98 3383 3202 £1i4 3256 3859 -186 926 -132 471
99 3389 342% 3166 2868 3338 39 <223 =521 5]
100 1622 1393 1688 156.6 1850 ~229 66 56 28
101 3824 3613 3576 3880 7277 -2l ~243 57 3453
102 2589 2402 2673 2740 2567 -186 85 151 22
103 2745 124 85 8312 65 -262 2 -2660 -1913 -263 0
104 2093 2981 2753 3296 3089 -13 241 303 96
105 5629 3652 6228 6047 5337 23 599 41 % 292
106 4322 3214 152 5185 3990 -110.8 <3209 863 -332
107 4459 4291 4358 3669 3609 -16 8 398 190 -850
108 662 ¢ 6319 6341 7033 682 9 301 21 413 209
e 3558 47 3403 4266 3400 559 =155 708 -158
1t0 3170 3677 3475 500 893 506 303 ~267 6 2278
m 263 5 2200 2424 2049 266 7 435 -151 -586 32
112 3828 3666 3498 3000 3334 -6 2 <330 821 494
114 3598 891 2928 2942 3361 <07 570 656 -236
115 4608 36406 4345 3817 3580 9613 =263 =792 -1028
116 2735 1803 3040 1930 1533 933 365 -805 ~1202
"7 3728 363 1 536 3583 3771 97 42 -i435 43
118 2741 1923 1431 2043 1620 -818 -310 593 -1052
119 2499 N7 2868 2909 28790 239 369 410 371
120 2859 2123 2051 1867 1695 1.6 -308 99} <1164
121 3485 4404 3883 350.3 4236 09 189 ¢8 741
Mean = 3295 3131 324.6 3738 3281 -16.4 -4.9 <57 -14
Median = 3314 3049 316.6 3213 3184 <153 -9.7 -0.2 2.2
Standard Deviation = 1099 1239 1549 1248 146.0 714 1006 69.3 915
Maximum = §62.0 653.7 1110.6 7033 8483 186.2 5531 190.4 423.1
Minimum = 1022 124 a5 30.0 00 -262.2 -320.9 ~267.0 -268.0
Mean % Charige From Baseline Tallies & Percentages
Menth ¢ Monih 2 Manth 4 Month 4 Menth 1 Month 2 Month 4 Monih 8
-50% -15% ~L.7% <04% Total u3 113 13 mn3
I D: I D I d Vaiues 9 S0 56 53
Decreased Values 74 63 57 60
No Change [ o [} 0
Did Not Complets Subjectits: 7, 51, 58, 81, 83, 85, 113
Note Data for Subject #29 not mcluded cue fo 1mage noise Increased Values 3451% 44 25% 49 56% 46 90%
Derreased Valoes 65.49% 35 75% 50 d4% 53.10%
No Change 000% 000% 0 00% 0.00%



Distributed for Comment Only -- Do Not Cite or Quote

Page€2of 103
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Table3
(continued)
Acva3D-HE Positive volume (mm3) Right

. oo o

Difference From Baseline At :
Subject # Basefine Month 1 Moath 2 Monil 4 Maonth 3 hlonth | Monfh 2 Wanth 4 Month 3
1 3122 4111 3284 3206 2965 989 162 85 -156
2221 1729 1266 1582 159.1 492 954 439 630
3 263 5 24538 2830 2658 2250 -177 9.5 23 -384
4 2642 2814 3152 2883 2887 172 5to 242 243
5 2655 4109 3061 2977 2689 1445 397 32 24
6 1810 118.1 1676 1751 1550 629 -135 59 261
8 3240 1R09 4291 3885 3323 %69 1081 645 &3
9 2599 2476 2409 2341 2784 -123 -190 ~25% g5
10 3072 3493 4533 4757 3370 421 1511 168 5 298
11 932 1348 873 2076 306 -584 -106 0 143 -1627
12 2059 2384 2602 3611 2908 325 543 1552 850
13 Nna 3636 3578 330.2 3112 -18 -137 412 602
4 2145 2146 2863 2957 3300 00 718 31 154
15 3551 2095 m7 2301 281.0 -1456 814 -1150 141
16 2441 2285 2187 2127 2821 -136 2253 =314 381
V7 3105 2513 2543 2235 2585 592 -562 869 -520
18 3032 141.2 1837 1484 2128 21663 -124 8 -1598 -954
12 3193 415.1 499 4 4324 4334 858 1701 1031 104 1
20 3661 2849 28290 2486 2057 812 -841 <1176 -160 5
21 4623 2313 3345 2949 6448 -2310 -1278 -1674 1825
22 1346 396 652 29 337 944 -68 8 <1051 953
23 611 [ 6153 6293 6468 20 43 182 358
2% 346 1 2559 4237 3290 4062 -%0.2 776 -171 601
25 1237 612 558 599 2293 624 -678 -628 i0%6
26 4365 484 6 4272 5274 4371 431 =23 9089 506
27 4070 4385 4437 366 5 3160 315 367 405 919
28 3166 3322 395 4 3089 3411 156 -112 =77 245
10 %70 2855 3487 3188 2619 485 1517 1217 649
31 H05 1563 1745 1472 1819 58 40 67 414
32 30013 3102 3351 2650 3004 98 347 313 01
13 1268 875 645 289 743 -390 62t 277 5213
34 2792 674 B3 599 4020 2117 2059 2193 1228
13 32913 3399 325.6 3252 2781 106 =37 41 S12
16 2239 1899 1825 2128 1752 <349 -1 4 -111 -8 7
37 1854 2082 &2 1904 830 22.8 -104 1 50 -102.4
k1] 42856 3050 3247 3724 170 -123¢6 -1039 ~562 -116
39 2418 2257 2381 2220 2477 -160 -37 BE] 59
40 1516 1148 1161 847 1647 2368 155 569 131
41 4 1208 1513 3110 208 6 -109 199 1796 772
42 3522 3544 3488 3670 3127 22 -34 148 -395
43 1831 2396 1354 2071 3145 565 -477 240 1314
L 4460 3265 3537 4178 247 -1194 822 282 213
45 1413 2741 2755 1631 1796 1328 1342 218 383
a5 4403 5979 5071 573 8 5767 1576 67 1335 1364
47 4502 450} 4417 498.0 4491 00 -85 47% QR
48 4249 3083 j141 3758 2847 -116 6 3108 -492 -1403
49 3075 1847 2669 27140 6497 -1228 406 =335 3422
50 %4 3665 346 8 3810 3953 21¢ 416 74 69
52 3583 2998 3853 3353 3364 -587 267 212 222
83 366 2 2004 2152 2201 2607 -1665 -1516 -146 8 -1062
s4 306 0 2443 2787 2738 3391 %19 -273 -323 831
55 2788 164 6 19507 1887 2740 -1140 378 802 45
56 1763 1795 2571 1551 1683 32 208 -212 -0
57 1811 2478 2490 1387 821l 668 679 -424 70
59 2493 2406 6460 2191 1427 87 =33 -302 -106.6

60 3360 2946 2896 2883 437.0 414 46 4 478 101 ¢
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Tahle 3
(continued)
Acva3D-HE Positive volwme (mm3) Right
T
61 3595 3053 2708 295.3 3281 -545 -804 616 -318
62 3062 3162 3750 3539 2640 100 687 477 422
63 4133 4135 4185 3% 8 4219 a1 52 -165 85
54 3535 2641 2666 m7 2999 -843 369 17 535
65 3740 3373 3665 3576 3968 <368 15 -164 227
66 2105 1916 1948 1805 1979 -89 -156 300 -126
&7 2508 219] 266.5 1997 2216 317 157 511 292
63 2074 1 1658 2179 1982 -463 -51.6 0s -1913
69 2350 191 76 174 8.7 2159 -2274 2175 2102
70 3021 2096 408 3 280.9 2142 925 1062 =212 279
! 20753 2259 2292 2138 1831 124 27 63 244
72 1924 1806 1775 1469 1736 -118 =150 455 <188
73 3572 3484 3634 3217 3203 -8.7 62 <155 369
74 2026 2364 18380 1863 1570 338 146 -163 56
75 2616 169 5 206.7 276 4 1754 -92.1 -549 143 -862
7% 509 366 0 6965 394 6 3525 151 3457 43,7 16
77 4446 5279 9951 3810 5060 833 550 5 436 614
78 2585 2558 210 2373 2356 =27 375 212 2229
7 me 6628 1760 1579 2130 4389 21 240 391
80 3157 5183 3343 3916 3302 826 -14 559 445
32 355 3032 3260 3421 3640 323 9.5 57 235
34 3600 2663 2937 3474 2474 337 63 474 -526
36 314 3156 2453 2751 2421 <158 861 <563 -893
87 3315 3407 4332 3 3109 92 1017 -4 286
88 2539 4979 11 420 8 3145 244 1 2573 2269 806
29 3|7 3944 3787 3408 3635 42.7 270 -108 118
90 2518 3227 2550 2494 2358 -288 33 21 -157
91 m7 242 32006 753 406 -1475 1489 964 A3 0
92 1650 1069 258 2694 2201 -382 -1392 104 8 5t
93 2185 210.7 1758 2171 1569 78 26 -14 616
94 2474 03 1842 603 090 -2472 432 -187 t 2474
o5 3150 3460 37 3006 2490 310 13 144 460
o6 2071 2341 2879 260 1 2316 276 608 530 245
97 3022 3066 1472 &6 5 23 45 =155 0 2356 -299 9
98 3578 3498 3495 2681 112 R0 83 896 -366
9¢ 4961 4433 4211 4402 4423 =528 -750 =559 518
i00 2789 2383 2601 2356 3342 ~40.6 -188 423 553
101 2213 1208 1493 2475 4555 403 -72¢ 262 2342
102 1873 1593 2010 208 6 208.1 279 17 213 08
103 o 352 s 159 g0 =767 100 ) 960 111 ¢
104 2879 864 2812 3602 2783 06 58 n2 82
105 430 4481 4831 437.6 4454 42 392 437 14
106 3895 3370 1703 4971 3595 524 2192 1677 =300
167 3730 370§ 4524 3546 3173 -5 94 -184 =557
108 3561 360 4 457 4 3376 3905 43 1413 -18% 344
109 3165 3583 3104 3680 3359 417 61 51 194
16 4197 5001 5161 S17 4222 205 365 %90 375
m 1574 1640 1463 152.9 1795 68§ -1 44 22)
1n2 2576 2167 2620 2279 2318 -40.8 4.4 297 258
114 3229 2623 2696 2719 2996 06 -533 530 4
115 4196 3516 4583 3563 3512 620 357 634 683
115 M7 2309 3158 1310 2255 -469 382 14638 523
17 3186 2831 2989 27335 3047 -308 -195 451 38
118 2500 1683 185 4 2186 2251 -811 646 -3l4 248
£H9 2324 2703 2456 2044 2041 87 146 624 278
120 36 1 2653 2481 1600 1366 -958 1130 2013 2245
121 3587 4502 4200 3773 408 6 916 613 187 499
Mean = 2929 276.0 287.7 2771 2822 162 -8.3 -15.8 <103
Median = 302.1 2553 273.7 2733 2788 ~156 -8.3 -18.4 -133
Standard Deviation = 950 1261 1439 1208 1281 919 1056 80.1 879
Mazimum = §1L1 6628 9951 6293 649.7 4839 5305 2269 3422
Miniraam = s 0.3 6 159 08 2472 -3103 -23586 -299.9
Mean % Change From Baseline Talées & Percentages
Month 1 Moenih 2 Month 4 Menth 8 Mosth 1 Month 2 Month 4 Month 8
-5 8% <18% -54% 37% Tatal 113 13 i3 113
D D D D 1 d Values 43 46 42 49
Decreased Values T 67 7 64
Did Not Complete Subectds 7,351, 58, 81, 83,85, 113 No Change 0 4 0 [4
Neate' Data for Subject #29 not included due o mmage noise
Increased Values 33 05% 4071% I71P% 4336%
Decreased Values 61 95% 5929% 62.83% 56 64%
No Change 000% 0.00% 000% 0.00%
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Table 3
(continued)
Statistical Analysis of Aeva3D-HE Positive volume (mm3)

Within-Groups Analysis For :

Lask Evhancing Serum (Left)
Pre-Test Normality Brown-Forsythe Friedman ANOVA
P-Value < 0,050 Not Required 0.01
Pairwise Comparisons
Differeace from o
Baseline Test Type P-value Sigopificance | Direction (Mean)
Month 1 Dunn's Method 6.006 Yes Decrease
Month 2 Dunn's Method 0.610 No Decrease
Month 4 Dunn's Methed 1.000 No Decrease
Month 8 Dunn's Method 1 000 No Decrease
ihi oups Analysis For :
Lash Enlancing Seruin (Right)
Pre-Test Normality Brown-Forsythe Friedman ANOVA
P-Value <0.050 Not Required 0.02
Pairwise Comparisons
Difference from s
Baseline Test Type P-value Significance | Direction (Mean)
Month 1 Dunn's Method 0.019 Yes Decrease
Month 2 Duntf's Method 0.370 No Decrease
Month 4 Dena's Method 0.013 Yes Decrease
Month 8 Dunn's Method 0.103 No Decrease

*=ANOVA (RM) compares the means across groups (the non-parametric version is Friedman). The nu)l hypothesis is ali means are equivalent and
the alternative is that the mean of at least one group differs. If ANOVA is significant further pairwise comparisons can be made, if not then it is
assumed there is no statistically significant difference among the mean (or ranks) and no further testing is done due to risk of type one error. 1t is
possible that Friedman or RM ANOVA may be significant, but when running post-hoc test may not show any statistically significant difference due to
only examining the comparisons to baseline, post-hoc test, small sample size, lack of power, or if there is borderline significance,

* = Dunn's method is a post-hoc test commonly run after Friedman RM ANOVA. It allows for comparisons between a control group, and it is a robust,
non-parametric test that adjusts for multiple comparisons.

The images obtamed from the Acva™-HE instrument were used fo measure the penarbital vofume, the higher the value, the greater the volume.

Summary:

For subjects using ﬂxeqush Enhancing Serum, when compared to bascline, there was a statistically significant decrease in the
periorhital volume measurements after 1 month of test material usage on the left side. There was also a statistically sigificant decrease from
baseline after month 1 and month 4 of test material usage on the right side.
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Baseline

8747
8730
8214
B6 45
3237
3262
309
991
8335
2415
8931
3348
3134

42.44
G748
5464
S553
7869
7135
5234
3168
2884
2634

5146
4583
6172
1945

5927
4732
5433
64 59
4717
3239

8205
2627
3018
54 50
€N
5758
2749
5543
6i 11
3108
4697
7830
4133
8723
29388
3388
76 00
42.81
3038
86.58
46.74
3674
7146
4706
4540
63,62
4098

26 10

67.98

2478
5760
4471
S8 59
8265
4807
3261
8870
8715
2770
2928
4980
3360
7078
3140
66 64
4372
3231
43 60
7681
5337
8595
28,01
3042
7865
40.31
3025
8315
48 81
39.11
7179
47.99
42.79
64 8%
338.41
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Mouth 2
65 40
8349
8054
91.52
3078
2652
3049
9706
8181
2565
3606
2879
31N
3071
3992

VISIA-CR Image Analysis Color Data- R/RGH * Left Iris

.01 —-xxh Enbaneing Serum

Month 4
6549
3030
8333
8316
2754
2678
3125
9515
3671
3266
2973
2212
3161
2743
4218
6941
55.55
5099
7623
8691
5362
7826
2953
2580
34 91
53 60
5029
7503
26 36
2472
5861
43 14
61 62
5227
4903
3188
9924
9130
3043
3091
60 51
3443
6573
3298
6453
5089
3017
4984
7491
4932
9634
2624

Table 4

Month 8
7191
82438
9205
8208
3198
354

920 15
8272

9321
2938
3262

4287
G801
5208
s001

89 20
5450
77386
2394
2645
8373
5394
4675
7282
20 84
25 66
59351
4671
€046
€764
5301
3031
86,30
8372
2339
2876
6155

T s7
3040
75.03
4701
20 50
5006
79 G0
52 69
90 70
2850
33 8%
7642
375
4431

46,91
4358
7821

4294
6044
3738
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Difference Froimn Buseline Ar :
Month 1 Month 2 Month 4
10 -1t 20
-70 38 45§
08 16 12
-14 S -33
01 21 -53
-1 61 =38
-1.6 05 03
25 -28 -48
80 -15 34
-08 15 83
-1 -32 04
03 47 -4.4
43 04 03
51 &4 50
-49 25 013
-20 52 19
25 81 0g
83 34 46
108 12 -19
20 93 96
19 09 c7
30 05 34
217 -13 07
39 70 -10
52 13 14
29 31 21
04 235 45
63 97 133
14 29 69
-15 -44 -16
17 35 03
26 11 42
43 53 73
-19 78 -123
a9 34 19
02 238 03
-40 03 66
-9 25 25
14 47 42
Q09 26 07
47 40 80
<31 .28 <23
3z -22 19
39 59 55
12 44 91
<174 -87 -2
12 44 09
34 45 29
17 46 -6
120 119 30
27 130 91
-19 05 -36
35 58 11
44 36 D8
25 09 28
01 2.6 54
14 15 35
21 64 -16
24 36 01
03 -39 .0
09 -0.4 04
26 25 -id
13 0.1 16
~26 D07 03

Nionth 8
44
48
°9
44
09
B3
29
93
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Table 4
(continucd)

VISEA-CR Image Analysis Color Daia- R/RGB* Left Iris

.03 _th Enhancing Serum
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68 6329 63 84 6314 5982 6] 85 06 01 -35 <14
69 7099 1241 7330 7213 7024 14 23 1 08
70 272 19 54 3648 3810 3584 68 38 59 31
71 52.52 4928 4317 51407 5497 26 93 -14 23
72 4714 5346 4996 5182 56 83 63 28 47 $7
73 3716 3786 3307 3533 3476 07 41 18 24
74 3046 2649 2252 2470 3361 40 19 58 32
75 4315 3301 3885 4022 4129 51 -43 29 -19
76 5860 5817 6026 5978 5934 -04 17 iz 12
77 5012 57 06 54.01 50.26 57.04 69 39 i3] 6%
73 6972 7218 7246 77 7171 25 27 21 20
7% 5432 52 0t 36381 5474 5210 -23 25 04 22
80 292 3899 3957 1873 3811 30 34 42 43
82 4214 44 57 4608 47 85 47 54 24 39 57 54
84 2827 3473 2650 2309 3088 65 -8 €02 28
86 45 64 48 71 5215 4746 5297 41 65 12 73
87 3677 36 23 4109 4042 4233 05 43 38 58
88 106287 11134 100 48 107 96 11662 85 -2.4 51 81
89 7350 7611 7684 7961 1754 26 33 6] 40
S0 915 88 05 9217 8990 827 31 10 -13 16
28 45.04 43 54 46 29 £253 4933 -15 13 -25 413
92 7306 64 68 625 6225 €095 84 -169 -108 <121
93 7130 63 78 66,91 6378 65 59 -75 -4 4 75 57
- 9565 9539 2010 91 66 9582 -03 -156 -40 42
95 7724 7310 7482 7722 7599 -4,1 24 {243 -13
9% 7750 7739 T4 2¢ 7968 74.18 01 33 25 33
g7 2306 25123 1963 2063 2444 52 04 06 44
98 7265 6403 65 82 77 04 6905 -6 68 44 36
99 4968 4775 5214 5159 S214 -19 25 19 25
100 6413 6422 6429 66 67 64 29 OF 02 25 02
102 5483 5565 5728 59 86 §326 08 24 50 -16
102 7258 54 95 66 04 5702 65 24 16 %55 -15§ 33
102 5610 3349 61 66 57 06 56.07 26 56 10 00
104 5966 573t 6104 80 66 6470 24 14 10 30
105 98 67 9265 9t 95 102 30 08 58 69 67 36 01
106 4706 5002 5298 5476 5554 30 59 77 85
107 44 51 4582 42,55 4571 3931 23 -20 12 52
108 2156 8848 8845 9007 8449 a1 -31 -1 5 <71
108 9142 9324 96 72 9385 34 67 13 53 24 67
110 9020 8953 92 55 9216 9425 07 24 20 41
i1 214 5147 58.00 4879 §1 89 0.7 59 33 02
112 3577 1457 3319 3524 3605 ~12 24 05 03
114 5119 5237 5715 5366 5403 17 60 25 28
115 47138 45 53 4675 48135 4672 -18 -06 10 ~07
116 6642 62 56 6742 6499 68 95 -39 16 -14 25
1317 5875 55.8i1 5345 6023 5291 29 =53 1.5 58
118 7821 8276 78.86 3172 86136 46 06 35 82
119 3012 4989 50380 4838 4997 -02 07 -17 01
120 ¢ 10 5369 58.48 51.8¢ 6173 -54 -06 72 26
121 34.90 3965 3281 40.88 46 04 43 =21 60 131
Mean = 55.14 £6.02 36.43 46.61 57.16 -0,12 0.29 0.46 1.02
Median = 53.42 §3.12 53.73 52.64 5398 -0.36 .67 0,62 0,35
Standard Deviation = 21.30 2139 2138 21.51 2145 4.41 4.4 4.61 §.25
Maximum = 102.87 111.34 100,48 107.96 110,92 1201 12,96 13.31 19.61
Minimum = 19.45 20.89 19.63 20.63 20.64 ~-17.38 -15.55 -15.53 -14.19
Mean % Change From Bascline i Tallies & Percentages
Month 1 Menth 2 Month 4 Menth § Month 1 Month 2 Month 4 Month 8
-02% 0.5% 08% 1.8% Tatat 114 114 4 114
D 1 1 { Increased Yalues 52 61 65 62
Decreased Yalues 62 53 a9 52
No Change [} 0 [} 1]
Increased Values 4551% 5351% 5702% 5439%
Did Not Complete. Subjectids 7, 51, 58, 81, 83, 85, 113 Decreased Values 5439% 46 49% 42 98% 45 61%
No Change 0.00% 4 00% 000% n00%

Mean R/RGB = Mean red value from the RGB color space, for the defected features within the masked region of interest (ROI)
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Table 4
{continued)

VISIA-CR Tmage Analysis Color Data- RRGB Right Iris

01 —L,nsh Enhancing Sernm

Difference From Baseline At :

Sabject # Baseline Menth 1 Month 2 Month ¥ Month 8 Month 1 Month 2 Month 4 Meanth &
1 6642 68 49 67 52 66 47 6739 21 1.1 01 10
2 20.23 8350 9D 87 8520 9179 67 06 50 16
3 7663 83 66 7337 86 50 81.11 70 33 99 45
4 8230 32723 8483 8436 8485 06 20 1.6 21
5 2665 3497 30.08 3151 3349 <17 66 <51 32
6 2679 2624 27 86 2389 25.59 06 1 32 -12
8 3275 2759 3124 3027 2563 =52 -15 25 71
9 B7 67 93 58 8877 8673 8333 59 1t 09 i9
10 7716 8267 7962 7672 8365 49 19 -1.0 59
i1 26 96 2622 2398 2853 2737 Q7 30 16 04
12 50.96 88381 8636 99 65 9640 21 46 3.7 54
13 2889 2932 2731 27.02 2793 04 -16 -19 -10
14 3730 3840 34 45 WR2 2744 11 29 <75 -29
15 21.96 3152 31 46 2287 2730 %6 a5 ¥ 53
6 1983 36 57 3765 3907 3918 “33 22 438 07
17 65388 66 44 74.82 7598 7307 14 49 61 32
13 56 58 5552 4308 5276 5292 <11 I35 38 -37
19 6245 4969 5506 5345 5470 -128 -14 -9¢ 18
20 7271 3071 87 86 76 45 6797 8.0 152 37 47
21 8242 2830 96,43 10173 9914 59 Mo 193 167
22 5418 5406 5468 5473 5496 01 05 [ [}
23 68 57 3016 7560 69 26 7167 116 790 ¢7 31
24 2558 2692 24 24 2533 2670 13 -13 02 11
] 5758 10 12 3108 23 60 44 57 375 2265 =340 ~J70
26 82.69 8386 8521 8857 8946 12 25 59 68
27 5821 5480 591L 5613 6115 =34 09 21 29
8 45,91 5363 5717 5251 015 717 13 668 42
29 5246 7250 44 50 5241 5083 20 -80 01 B
30 22006 2117 2343 2317 2217 -0.2 L4 11 0l
31 23 48 2284 256¢ 2395 2268 -0.6 21 ¢S 08
32 6917 6160 39 54 6132 63 36 76 96 78 .58
33 5355 557 53.06 49 16 5441 22 05 44 09
34 5755 5536 60 82 6279 5823 22 33 52 07
35 77 7521 74 06 5909 1759 25 14 136 49
36 4639 4878 4733 5014 43179 19 04 14 31
37 2931 3087 2792 2955 3038 16 -14 02 1t
38 86 40 8217 8330 8762 8521 -42 19 13 -12
38 8692 3556 86 23 86 52 8950 -l 4 07 04 30
a0 27 56 2713 2909 2774 2508 -04 15 02 25
41 2790 3552 2513 2717 2547 76 -28 -07 -24
42 4990 47 68 56 92 56 61 6527 22 70 67 154
43 3324 3019 3214 3202 3165 -31 -1 <12 -16
44 7563 75.92 6905 7300 7407 03 56 26 -16
45 2825 3621 28.55 3021 26 96 80 03 20 -i3
4% 72.21 8716 63 41 6192 93 00 150 83 -103 208
47 6427 56 15 62 66 5938 5576 51 <16 49 -10§
a8 3074 2752 2888 2815 3190 32 19 26 12
49 46,71 4240 4735 4326 4538 43 06 35 -13
50 7161 7057 7034 58 54 72.80 -0.6 -13 31 12
52 4272 4064 41,92 3749 4539 2.1 -0.83 -52 17
53 221 79135 7526 7667 1832 71 30 45 6i
54 2739 2676 2782 2524 2716 06 04 21 02
55 3406 3C 85 2532 3295 2796 32 -87 DR 61
56 6813 6624 80 07 7217 72,83 -19 19 40 47
57 7 3143 3408 3304 2973 0.6 33 22 =11
58 2178 29.75 2698 2827 3046 20 -8 0s 27
60 78.87 8263 7494 80.68 7792 38 -39 1.8 0.9
61 429 4476 4779 42.32 4249 i8 48 06 05
62 33.13 3146 3 3230 3495 =17 20 03 13
63 7270 7082 6725 6751 7125 -19 A58 52 -14
(] 4304 43 46 4334 4388 41.22 0.4 0.3 (X3 -18
&5 41.15 3729 37.47 3332 3933 -39 -37 23 -8
66 5725 6176 6001 6015 6044 45 23 29 32
67 36 66 37.15 3458 3669 3516 05 21 09 05
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VISIA-CR Image Amalysis Color Data- R/RGB Right Fris

Table 4
(continued)

pY remeeas
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68 5098 5633 4927 5086 5308 53 -17 01 21
63 7394 B79 7338 7485 7230 01 06 10 -16
70 3012 3199 332% 30.63 312t 19 31 es 11
71 46 94 48 87 A% 60 5172 50 15 19 1.7 LR b i
72 47 84 5103 4900 4575 5132 32 12 <21 3s
: 73 3657 3328 3667 3609 Ji2e 17 01 05 07
74 2583 2167 2218 2463 2531 42 36 -12 05
75 3582 3840 1578 35t 36 26 26 0.0 47 ¢4
16 5072 3592 5330 5380 5129 52 26 31 06
77 52 66 47 45 5428 5137 48 66 52 16 -13 -4¢
78 61 28 6745 65.13 6722 70.83 62 39 39 g5
79 6843 5778 68 66 6729 6178 -107 -18 -11 66
80 4077 3891 3993 3583 3878 -9 08 49 20
ax 4] 59 3799 3634 40 41 41 06 236 -47 -12 05
84 2254 3284 2304 24 43 2863 163 05 19 61
36 43 52 40 64 3B i5 4847 4383 29 -54 49 GO
87 3189 3510 3485 3639 36.51 34 32 47 48
88 108 80 10037 103 05 10093 104 98 A4 =57 79 538
82 12.49 73388 416 7377 7556 14 17 13 31
90 8833 90 68 9412 9221 90 06 23 58 39 17
91 43 3901 3365 330 3834 42 -12 05 as
9z 68 25 6429 5775 7212 3433 -40 ~t05 39 -13¢
93 8553 8030 69.05 nn 8103 -52 -165 78 45
94 166 79 10777 9151 10772 11043 10 -149 09 36
95 8077 7716 8732 82.11 8332 3.6 66 13 26
%% 69.12 OB 7045 7401 7093 10 i3 49 18
97 2092 2038 16.7¢ 18 97 21.58 05 -42 -19 07
o8 6133 6105 69 89 5526 6472 -03 86 61 34
93 4738 4972 5195 376 52 56 23 46 24 52
100 5573 48 54 5453 5113 50 40 72 -12 46 -53
101 5542 5267 58 00 3377 5341 -23 26 01 -20
102 70 45 6735 72 67 S0 87 6685 <31 22 -196 6
103 6016 6509 728 6401 68 20 49 131 38 30
04 5305 5308 5148 5126 5560 0o -16 -18 26
108 10173 9432 9230 101 14 9525 14 94 Eix) 65
06 5212 5023 5248 5797 5710 -9 04 59 50
107 4178 4178 4542 3989 3703 00 36 -19 -47
108 8439 8578 5130 9122 90.34 14 69 68 59
109 94 44 R5 84 8506 %23 88 85 -36 94 -152 56
10 28 26 8907 38 50 8977 a6 45 08 02 15 22
11 48 58 5809 54 08 48 00 5333 95 55 06 4.7
112 3678 3527 3676 3384 32062 -15 00 29 42
114 5506 5773 5545 5613 60 02 217 04 41 50
115 52 66 5321 5480 44 85 4417 05 21 78 85
116 &4 41 63 68 €476 66 12 6779 -07 03 1.7 34
117 5823 6179 6076 5901 6322 36 25 08 59
118 731 7529 7184 7152 7855 S0 I5 12 82
119 48 38 4% 19 4304 48 26 4917 €02 23 -01 '3 3
120 5731 5542 5425 5125 58 i4 -19 31 %1 08
121 3628 41 46 3176 4770 5294 52 4.5 114 167
Mean = 5517 5533 £4.81 £4.63 55.87 0.16 -0.36 0.54 0.70
Median = 53.30 53.85 54.27 S2.06 §3.37 -0,06 0.30 -0.09 0.78
Standard Deviation = 21.3% 21.50 21.70 22.07 22.44 6.10 586 599 5.46
Maximum = 104.80 10777 103.05 107.72 11043 20.04 15.18 19.31 20.79
Minimum = 20,92 20.12 16.70 18.97 21.58 -37.48 ~26.50 -33.98 -17.01
Mean % Change Erom Baseline Tallies & Percentages
Month { Manth 2 Month 4 Month 8 Months 1 Month 2 HMonth 4 Month §
03% 0.7% -10% 13% Total {14 114 4 114
Increase Decresss Decrease Increase Increased Values 57 &0 56 66
Decreased Values 57 54 58 48
Na Change 0 0 ¢ 0
Increased Values 56.00% 52.63% 49.12% 57 89%
Did Not Complete Subject¥s 7, 51, 58, 81, 83, 85, 113 Decreased Values 50 00% 4737% 50 83% £211%
No Change 0 00% 000% 00%% 000%
Mean R/RGB = Mcan red valuc from the RGB color space, for the d d fe withir the masked region of interest (ROI)
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Table 4
(continued)

.01_ Lash Enhancing Serum

Within-Groups Analysis For :
VISIA-CR Imnge Aualysis Color Duta- R/RGB * Left Iris

Pre-Test Normality Brown-Forsythe Fried ANOVA
P-Value P <0.050 Not Required 0.092

Within-Groups Analysis Kor :
VISIA-CR Image Analysis Color Data- R/RGB * Right Iris

Pre-Test Normality Brown-Fersythie Friedman ANOVA
P-Value P <0050 Not Required 0 045

Pairwise Comparisons

Difference from , SR .

Baseline Test Type P-value Significance | Directien {Mean)
Month 1 Duni's Method 1.000 No Increase
Month 2 Dunn's Method 1.000 No ecrease
Month 4 Dunn's Method 1.000 No Decrease
Month 8 Dunn's Mcthod 0.068 No Increase

*=ANOVA (RM) compares the means across groups (the non-parametric version is Fricdman). The null hypothesis is all means are equivalent and
the alternative is that the mean of at least one group differs. If ANOVA is significant further pairwise comparisons can be made, if not then it is
assumed there is no statistically significant difference among the mean {or ranks) and no further testing is done due to risk of type one error. It is
possible that Friedman or RM ANOVA may be significant, but when running post-hoc test may not show any statistically significant difference due to
only examining the comparisons to baseline, post-hoc test, small sample size, lack of power, or if there is borderline significance.

Mean R/RGB = Mean red value from the RGB color space, for the detected features within the masked region of interest (ROI)

Summary:

For subjects ush”_ash Enhancing Scrum, there were no statistically significant changes in the R/RGB values in either the
left or the right eye when compar aseline R/RBG values.

Consumer Product Tesung Company, Inc , 70 New Dutch Lane, Fanfield, New Jersey 07004
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(continued)

VISIA-CR Image Analysis Celor Data - G/RGB * Value Lelt Jris

.61 _Laab Enhancing Serum

Difference From Basefipe At
Subject # Baseline Month 1 Monih 2 Month 4 Month 8 Mongh 1 Month 2 Month 4 Month &
1 4307 4554 4442 40 40 4646 25 14 27 34
2 10075 o078 04 44 9007 R0 86 -j00 63 -7 ~169
3 8685 8544 8457 8831 9619 26 -23 15 93
4 73 69 76 50 8246 7201 70 88 0.8 68 37 48
5 28.48 2727 25.02 20.63 2562 -12 35 <79 =29
6 2562 2545 1220 2013 %N £2 64 55 27
B 2383 2541 2899 2369 2417 1é 52 49 03
9 101 06 30223 9568 un 2695 12 -S4 -89 -4
10 4803 101.63 8623 9332 S0 16 136 -8 53 21
n 1979 1835 2546 2727 19 85 -12 17 75 Qt
12 9719 91 53 9312 9% 12 99 82 -57 41 -1 26
13 3100 3167 24.06 24139 25.61 07 69 56 54
14 2171 2993 2327 2282 24 54 B2 16 11 28
15 1599 24798 26 34 2216 25.56 88 103 62 9.6
16 3049 2526 2701 2913 2995 52 -35 -14 Q3
17 4239 4290 5005 44 60 41,15 05 17 22 -12
18 3385 3705 2458 3761 3260 32 93 38 -2
19 a8 36 28 81 41.67 33 83 3306 93 3t 47 55
20 8765 10324 6313 8762 3136 156 55 00 -33
21 6045 7210 8264 8162 3241 n7 222 212 220
22 29135 3189 3014 2977 3078 25 02 04 14
23 9200 9521 9223 8771 82 St 32 02 -43 95
2 2473 2149 21%4 2516 18 60 A2 28 04 61
25 2261 1879 3116 2210 2151 =38 85 05 11
26 627 $0 07 3287 §31.49 83 6) 33 -34 48 27
27 an 2031 2917 3536 3355 -18 A9 42 24
2 3143 3458 3556 3556 2734 31 41 41 41
29 6285 €8 16 7169 514] 7132 53 38 -114 85
30 1770 1817 2027 2526 1825 0s 26 16 05
31 24177 23 50 19717 2288 2301 -13 =50 =21 -18
a2 3590 3310 3L10 3499 3406 28 -8 -1 0 -18
33 2863 2737 29 86 2535 2682 -13 12 33 <18
34 3440 3873 3836 4213 3832 43 40 80 39
35 7286 71 54 843t S460 7776 -13 114 -183 49
36 2841 3034 3179 3019 3239 19 34 13 40
37 23 06 2451 1995 22170 21 40 15 -31 -10 17
38 103 44 OB 82 103 39 10938 95 80 -46 00 59 76
39 71 14 7227 7726 7618 7500 1t 61 50 39
49 2078 2397 27.18 2746 17133 30 64 67 <34
41 22385 2312 1836 2180 19 59 03 45 -1 23
42 3469 2905 36139 57 3918 56 17 11 45
43 2784 2209 2256 2388 2342 -57 -53 40 44
4 4171 4478 44,61 4015 46 82 3l 29 -16 5t
45 23 41 30 40 2945 2987 278% 70 60 65 45
46 3484 47 03 3378 40 56 48 11 122 39 57 133
47 63 00 4230 56 06 5367 49 34 \197 ~69 23 -137
48 2774 2712 2267 2721 2638 o0 -5 03 -14
49 2856 2496 3098 2094 3010 36 24 14 s
50 7075 70.63 58 18 6709 T4l 01 28 -37 03
52 2211 3474 3192 3187 3158 56 28 28 25
53 8543 8239 9528 a4 80 58 <30 98 47 -48
54 2596 2179 2420 2015 21 42 -18 =58 =37
5§ 2927 2518 1988 3181 2828 ° 41 -34 25 -0
56 8205 7505 86.04 818 8t 82 70 10 9 0.2
57 3580 3292 3802 3030 3013 292 22 =55 57
59 24 07 2306 2634 3008 3829 -10 23 60 142
60 84 32 8242 8577 8883 8709 -19 14 45 23
51 2826 2906 36.77 2712 274t 08 8% -1 -09
62 27.08 2968 3102 2783 3508 26 39 o8 80
46 38 477 4479 4592 5127 13 -16 05 49
64 29 00 28 89 2928 2707 2700 -0.% 03 -19 20
85 2894 2692 2677 26 12 26 26 -2.0 22 -28 27
66 5223 19 16 48 67 46 26 48 55 31 36 64 3.7
67 24 55 2512 30.15 3022 2184 06 56 57 27
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VISIA-CR Image Analysis Color Data - G/RGB * Value Lell Irix

Table ¢
(continued)

o I - canancing Soru
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8 4101 4583 4081 3720 3984 48 02 33 a2
63 4212 4372 436t 4363 4130 113 15 15 03
70 2246 3070 3733 2736 2470 32 49 54 22
7t 3767 1374 2815 3524 3582 39 95 24 19
72 2930 3429 3106 32 44 3816 50 18 31 89
73 2728 2548 22 I 2371 2368 ~1.8 52 36 ]
74 2784 2104 1728 1272 2945 -6 8 -10,6 81 16
75 3142 24 57 2670 26.50 2903 -69 -47 49 24
76 4127 4236 iges 18 64 43 86 11 -24 -26 ¢4
7 2939 3835 3506 32.06 36 67 55 52 22 6.8
78 7552 8053 3137 78 85 7889 50 58 34 34
78 3930 3566 41.04 38 82 3611 -1é 17 05 32
80 3238 2657 2638 2535 467 -53 50 -70 -7.7
82 2654 3057 3113 3235 3166 40 46 58 3]
a4 2266 3398 2047 2322 26.50 i13 -22 0.6 38
86 307 3363 3683 3341 3542 46 78 43 64
87 2756 24.14 2921 3000 3225 34 16 24 47
a8 101,81 113 64 10020 105 39 11234 il -16 36 108
4226 4333 4746 4704 43 65 1i 52 43 14
50 104 08 101.13 104,89 i03 0] 166 11 -49 12 31 00
3 2943 2953 28 18 2706 3128 01 -13 -24 18
92 stao 46 13 4175 3934 31.90 49 -93 -n7t -131
93 T30t 6207 6745 64 31 6589 -129 <76 -107 91
94 823 6714 5757 62 61 69 86 -1 167 -56 16
93 6870 6878 6591 67 18 69 36 0.1 -28 -5 07
96 8736 B2 59 8659 a3 12 8391 22 04 58 <15
97 18,77 24 19 1758 1824 2177 54 ~12 05 30
o8 5469 42 08 4326 5971 48 54 -126 -114 50 “61
a9 4104 3983 43 43 20 4233 -12 27 22 i3
100 4627 4243 41 86 457 44 75 38 44 06 -15
101 3450 3443 3669 3701 3192 -5 18 21 30
102 3939 38.10 3976 2818 40 98 -13 04 -1 2 16
103 3755 378 3995 3657 3513 -18 24 <10 24
104 4037 3820 4317 40136 46 35 22 28 o0 60
103 8631 89 06 $8.02 8264 955 27 26 a7 62
106 267 3240 3139 3081 3206 57 47 41 54
107 2549 29 66 26 82 2803 2727 42 13 25 18
108 8996 9778 9862 9925 9317 -22 -13 €7 63
109 9122 9493 9734 931 86 8491 37 61 26 453
110 9716 9518 100.97 99 64 99 60 24 38 19 24
111 3051 3246 38352 28 53 3485 19 80 -20 43
112 2704 2572 N7 2733 2715 13 37 03 01
114 3155 3616 3745 3567 3457 46 59 41 30
115 3418 30 47 318z 3431 1298 =37 24 a1 -12
116 4053 3948 4424 1097 45 68 -1 31 04 S5t
117 6257 50 89 69 6221 5597 17 57 04 66
118 5583 5972 55.49 60 04 6578 38 X az 99
119 3067 311Is 3218 2922 3042 035 13 -14 02
120 3783 3355 38.66 3172 4202 -43 08 €1 42
121 2249 2444 2220 26 88 3176 i9 03 44 92
Mean = 45.86 46.04 46.37 45.65 46.25 G.18 0.51 -021 0.39
Median = 34.77 34.36 3214 3830 3562 0.09 1.28 -0.20 0,05
Standard Deviation = 25.26 25,53 25.61 25.01 24.82 536 541 531 3567
Maximum = 106,88 113.64 104.89 105.38 11234 1559 2219 2117 2157
Minimum = 15.9% 18.17 17.28 1824 1733 -19.69 -11.42 -18.26 -14.11
Mean % Change From Baseline Tallics & Percentnges
Month 1 Monrth 2 Month 3 Maunth 3 Menth 1 Month 2 Month 4 Month 8
04% 11% 0 4% 09% Tetal 14 114 114 114
I I D Increase Tncreased Values 58 63 55 58
Decreased Values 56 St 59 56
Ne Change ] 0 ¢ [
Increased Values 50 88% 55 26% 48 23% 50 88%
Did Not Complete Subject#s 7, 51, 58, 81, 83, 85, 113 Decreased Yalues 49 2% 44.74% 51 75% 49 12%
No Change 0 00% 000% 000% 0.00%

Mean G/RGB = Mean Green valee from the RGB color space, for the detected features within the masked regian of interest (ROI)
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Table 4
(wontinued)

VISIA-CR Image Analysis Color Data- G/RGP Values Rigist Iris

a1 _Lash Enbaneing Sersm

Difference From Baseline Ar ;

Subjece # Baseline Menih 1 Month 2 Month 4 Menth 8 Month 1 Month 2 Month 4 Month &
1 3806 3742 4037 3754 3877 06 23 A5 e7
2 102 60 9281 103 61 94 69 102.10 93 io <19 -05
3 8282 9248 78.63 94 57 8730 97 42 1n7 45
4 .44 7155 74 21 na 7337 -19 08 02 01
5 3087 2663 2355 297 259 42 73 79 -0
5 1938 1303 1898 1523 17.70 03 04 4.} -17
8 3008 217N 217 2566 2126 -83 =23 44 38
9 89 58 9538 83 07 8404 83 89 58 -t5 <55 Q7
10 3292 o168 8592 8335 9073 88 30 04 78
11 2192 2103 1860 2124 2122 09 <33 07 -07
12 9631 9164 90 99 105 14 100,93 47 -53 88 46
13 26 86 2749 2330 2305 24.61 06 36 38 22
14 28.34 3243 27.27 2191 1995 36 -16 69 -89
15 1646 2841 2546 i6 06 2112 L9 90 -0 4 47
16 2763 2449 2435 2641 26.41 31 33 12 12
17 47357 A5 75 5660 53.53 4987 18 90 6.0 23
18 3162 3119 22.89 2906 3539 <4 87 26 02
19 43139 22 14 3318 3518 3432 -153 -102 82 91
20 7947 93 86 10291 4790 76 92 144 234 84 2.6
21 6001 7583 2022 9766 B8 59 158 302 376 286
22 2791 2765 2999 28 12 2771 03 21 82 02
23 7435 88 86 84.81 76 98 7570 145 105 26 14
24 2131 2281 1968 2124 2219 L5 -16 01 09
b 3135 16 34 2643 1983 2409 -150 49 <115 <13
2% 42 84381 8562 88 58 89 16 07 15 45 50
27 3709 3322 3844 3508 39.01 -39 14 s20 19
23 2730 3950 3918 3067 3027 122 19 34 30
29 5155 7155 4509 47 41 5013 200 65 41 -14
30 1708 149 18 88 18 44 16 40 22 18 14 -017
3 1981 1985 2766 2039 1963 ao 29 06 -08
32 49 65 3560 3345 3518 3652 <141 =162 -14 5 -127

30.04 3035 2977 2729 2926 03 03 28 08
34 3976 3361 3929 4107 3520 62 05 13 4.6
35 7796 8588 855) 5315 3906 79 76 -148 1.1
36 2876 2862 25.86 3191 2404 01 29 3) 47
37 1934 2327 1843 1930 2116 39 09 0o 18
33 95 84 9154 9002 9636 94 55 43 32 05 -13
39 6968 6778 69 14 68 17 72 1) -19 05 -15 24
ac 2066 2105 2178 1960 17.11 04 11 -11 <36
a1 2049 R 16 44 2020 1718 97 -40 03 33
42 30.02 2770 33.98 3235 41 55 23 a0 24 115
43 2244 18,46 2061 2117 2053 =50 =23 -23 2%
44 5250 5160 46 68 4772 50 15 09 -58 -58 -23
45 2556 3582 2484 2772 2297 103 017 22 26
46 43135 5669 37173 3696 57112 133 -56 64 144
a7 6820 6151 6679 6154 54 09 “68 <15 67T -142
48 28 16 22 64 2556 2334 29133 =55 26 413 12
43 2762 24.66 2743 2587 26 00 30 02 -13 .18
sa 69.94 6878 68.66 6395 69.93 -12 -13 -60 o
52 2877 26 82 24.95 2439 26 21 20 38 44 26
53 67 61 68 32 6313 66 53 63.10 07 45 B -5
54 227 2175 2275 18.91 2l22 -1.0 00 38 <15
55 2931 LN 1794 2879 20 9% 26 -lte £5 -84
S6 445 6912 8736 78 69 7831 =53 129 42 39
57 24 57 2511 3027 2585 2m 0.5 57 13 25
53 2104 265 19.48 2049 23 64 26 16 035 26
80 67.07 7034 6170 69 CO 6474 33 -5.4 19 23
61 2822 28 55 2203 2630 2473 23 58 01 -5
&2 762 2168 2139 2320 652 2.0 -23 035 23
63 4269 4273 3988 3946 42.17 ao 28 a2 05
64 2752 2730 2820 2731 2535 02 0.7 02 22
63 2518 2184 2238 2320 2301 -3.3 -28 2.0 22
66 43 89 4898 4432 4376 4735 51 0.4 -0.1 3¢
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Tahle 4
{continued)

o p—
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67 24 50 2514 2174 2233 2265 16 28 22 15
3 3032 3733 2873 2883 3203 70 -1,6 15 i7
53 43 80 4376 4214 46 84 42 40 00 -17 30 -14
e 20.08 23 86 2449 2113 21.96 38 44 10 19
i 3253 3397 3192 3475 30 46 14 0.6 22 <21
72 2737 3144 2908 2615 3034 41 1F2, -12 33
73 2374 2477 2293 2211 23,07 10 08 -16 07
74 20.24 1521 1642 1791 18 52 -50 38 23 A7
75 2458 2409 23 47 2225 2477 N5 -11 23 02
76 3631 4236 3524 3407 35.42 60 -11 22 49
77 3305 2792 3459 3422 3206 51 15 12 -10
78 56 87 370 69 74 7135 7600 168 129 145 191
72 4832 36985 4931 44 93 4175 -1 4 10 34 -66
30 2510 2322 238 2061 2214 -19 -12 <45 30
82 24 9% 2446 2197 26 00 24 58 -05 30 10 04
84 1729 3217 1794 1813 2518 142 06 08 79
86 2452 2741 2527 33.33 2737 29 07 38 29
27 24 01 22 51 2241 2335 2419 -18 -16 07 02
83 1nos2 102 59 10477 9780 10537 -82 6.0 -130 <54
83 3907 3891 43 60 3843 3893 -02 45 06 Q1
a0 100 72 104 15 10574 104 77 10274 34 50 41 20
91 2109 2784 2030 2} 70 2471 68 08 06 36
92 4028 41 47 33182 4546 3269 12 635 52 ~76
93 9314 8126 7094 80 88 6 -11.9 222 -123 95
94 8151 84 10 6432 82 50 2601 26 -172 10 45
95 7100 6219 7650 68 14 7306 -18 59 29 2
36 769 8144 90 44 86 52 8102 15 oS5 66 11
97 2028 1949 1624 1736 1979 A8 40 29 05
93 57 64 5635 63 69 4773 5763 -13 61 99 00
9 3804 3946 4262, 40 58 421358 14 46 25 43
100 44 53 3111 3830 3673 3699 -[34 £2 -78 75
101 34 08 3080 3514 3359 3138 33 1] 08 27
102 3501 3433 3632 24131 1758 -6 ¢4 -i1é 16
103 3774 4371 4977 41 35 4607 60 120 36 83
104 316 3274 3192 3079 3621 04 -1 2 24 30
105 88 00 8584 8745 8478 8520 31 -i.4 41 ~37
106 2769 2809 2704 3107 3179 a4 03 34 43
107 2629 2407 3448 2436 w2 2.2 82 -19 02
108 8500 9330 95 9% 9736 98 08 B3 1.0 124 131
109 9501 8525 8427 72.90 9034 93 -107 221 417
110 91 42 9248 9304 93 58 9429 1 16 22 29
111 2575 4071 3362 2627 3588 15.0 32 05 10
112 29.48 2630 28.33 2540 2330 32 -11 41 62
114 41 63 4558 3088 4376 42 59 30 -17 21 1)
115 3526 1949 4282 3250 2962 42 1.6 28 56
116 38 49 4226 4181 4290 4538 38 33 44 74
117 5871 6241 60 28 5887 63 16 37 16 02 44
118 4815 48 27 46 74 4778 5234 0t -14 04 42
19 2785 2827 26 59 276) 2758 04 -1.3 02 0t
120 3382 3527 3121 287] 35.59 €1 26 =51 L8
121 23 50 2783 2001 3251 3803 43 ~15 a0 145
Mean = 44.94 4,76 d4.08 4326 44.43 0.72 064 £.78 0.32
Median= 3349 33.79 33.95 32,92 34.7¢ 0.00 -3.80 0.53 03
Standard Deviation = 24.56 25.07 25.62 28.34 25.69 6.65 8,74 655 597
Maximum = 110.82 104.15 105.74 165.14 10537 20,00 30.22 37.68 28.58
Minimum ~ 16,46 145 16.24 15.23 16.4¢ -15.26 -22,20 <2211 -14.20
Mearn % Change From Baseline Talites & Percentages
Menth 1 Monil 2 Month 4 Moath 8 Month 1 Month2 Month 4 Month 8
16% 01% -1.8% 09% Total 114 114 14 114
Increase Increase Decrease Increase Increased Valies 57 49 44 50
Decreased Vahses 57 63 74 64
No Change o 0 [ 90
Increased Values 50 60% 42 98% 38 60% 43 86%
Did Not Complete Subjectfis 7, 51, 58, 81, 83, 85, 113 Decreazed Vahies 50 00% 57 02% 61 40% 56 14%
No Change 0.00% 000% 000% 0.00%
Mean G/RGB = Mean Green value from the RGE color space, for the d d £ within the masked region of interest (ROT)
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Table 4
{continued)

.01!: Enhancing Sernm

Within-Groups Analysis For :
VISIA-CR Image Analysis Color Data - G/RGB * Value Left Itis

Pre-Test Normality EBrown-Forsythe Friedman ANOVA
P-Value P<0.050 Not Required 0.710

Within-Groups Analysis For :
VISIA-CR mage Analysis Color Data - G/RGE * Value Right Iris

Pre-Test Normality Brown-Forsythe Friedman ANOVA
P-Value P <0.050 Not Required 0.036

Pairwise Comparisons

Difference from s R T

Baskic Test Type P-value Significance | Direction (Mean)
Month | Dunn's Method 1.000 No Increase
Month 2 Dunn's Method 0.314 No Increase
Month 4 Dunn's Method 0.018 Yes Decrease
Month 8§ Dunn's Method 1.000 No Increase

* = ANOVA (RM) compares the means across groups {the non-parametric version is Friedman), The null hypothesis is all means are equivalent and
the alternative is that the mean of at least one group differs. If ANOVA is significant further pairwise comparisons can be made, if not then it is
assumed there is no statistically significant difference among the mean (or ranks) and no further testing is done due to risk of type one etror. It is
possible that Friedman or RM ANOV A may be significant, but when running post-hoc test may not show any statistically significant difference due to
only examining the comparisons fo baseline, post-hoc test, small sample size, Jack of power, or if there is borderline significance.

Mean G/RGB = Mean Green value from the RGB color space, for the detected features within the masked region of interest (ROI)

Summary:

For subjects usinWash Enhancing Serum, there was no statistically significant change in the G/RGB values in the left eye
when compared to ne. There was a statistically significant increase in the right eye at month 4 indicating an increase in the mean green value

in the RGH color space; however, there was thets no difference when comparing baseline to month 8.

Consumar Product Testine Combany. snc.. 70 Mew Dutch Lane, Fairfield, New Jersey 07004
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{continued)

VISIA-CR Image Analysis Color Data- B/RGE * Value Lefi Iris

o I < eatanciog Serum

Differarce From Basefine Af :

Subject # Baseline Moanth 1 Month 2 Mouth 4 Monih 8 Month § Month 2 Mounth 4 Month 8
1 31713 3038 3386 2501 3377 -1l 21 27 20
2 109 60 97.04 101 64 9 70 94 99 -126 80 -i29 -146
3 £3 34 8707 $3.22 8527 8992 37 -0l i9 66
4 55N 57132 61.19 5256 5313 22 61 26 20
H 2523 2386 2167 1720 2206 -14 -3.6 80 32
6 21123 2129 1528 16 60 2081 (i3} 59 46 04
8 1897 22.01 2579 2672 2050 30 68 18 is
9 8518 84 59 1942 7695 7355 06 58 82 118
10 83 56 102 69 8685 93 85 92 141 -1.7 53 34
1 673 1543 1850 2224 16.83 -13 18 55 [}
12 9344 86 14 29133 91 80 9527 73 41 -i6 18
13 297 28 68 20.86 2110 22.28 07 71 59 -57
14 1205 27176 2008 1943 2144 97 20 14 34
15 1212 2224 2330 18 66 2220 101 1nz 65 101
16 2659 2188 27N 2473 2508 47 39 -i9 <13
17 28 64 3048 3868 3131 2882 18 100 2T 02
18 2568 2941 1706 3038 245§ 37 85 47 -11
19 2943 1998 aa 24 58 24 28 95 30 49 A1
20 93 8% 109 64 101 54 94 80 9135 158 77 09 23
2t 41 96 §515 66 69 6541 6512 132 247 234 232
22 2673 2382 2152 2083 2203 310 038 01 13
23 S 73 9999 56.99 93 69 8547 33 03 30 -113
24 2134 18.09 1838 2198 1529 =33 =30 06 %0
25 1919 1548 2765 875 1784 37 85 04 -13
26 8023 BO 81 7059 68 67 7340 a4 26 -6 68
27 2252 2251 2250 28 56 24 05 3] oe¢ 80 15
23 2663 3008 2974 30.29 199§ 34 31 36 48
29 547 5495 59.64 3839 5827 02 49 -148 36
30 14.54 1493 1712 2203 14 68 04 26 75 at
31 21 2101 16 89 1211 1959 -02 43 21 -16
32 2499 2245 1985 24 16 2257 -25 =51 08 24
33 2109 20 54 2254 1738 19M 06 15 31 21
3q 2388 24 49 28 1é 33 51 28 25 46 413 96 44
35 8018 7949 90 8¢ 5778 8589 07 106 224 57
38 2065 2412 249 2292 2427 3is 43 23 36
37 1838 2079 1553 17 54 1707 24 29 A8 -13
38 10373 97 69 101 58 10673 o4 34 40 <21 30 44
39 4798 50 67 5542 5322 5131 27 74 52 33
40 1763 20 57 2414 2397 1344 29 65 63 42
1 1961 1972 1460 1774 1546 01 -50 -19 -4}
92 2435 1851 2518 2301 2568 -58 08 -13 13
43 2383 1719 1783 19 59 18 40 67 60 -43 -54
44 26 50 29.10 31.37 2574 2921 26 49 08 27
15 2020 2748 2451 24 98 24 58 73 43 48 44
45 30.35 4187 3235 3119 4138 135 20 08 0
a7 6071 4317 5804 5477 5049 -175 27 59 ~j02
18 2466 23499 1931 23 82 2289 -07 54 08 -18
48 2317 1803 2316 2170 2208 31 20 0s 09
S0 5570 56 42 55,60 5314 5410 07 L1 26 -16
52 2372 2672 23 14 2397 21 30 L6 03 -16
s3 69 15 6476 7742 71N 63.54 44 R3 24 =56
54 2291 1874 2089 1676 907 42 -20 61 -38
55 2644 21 88 16.08 23128 2510 46 -164 19 -13
56 8382 76 44 2757 82 65 8308 74 38 12 07
57 3094 2815 3282 2573 2692 28 19 -52 A0
59 2053 1945 2298 26 65 3682 -1 24 61 102
&0 7226 7260 7111 7518 7037 03 ~11 29 -1.9
61 2062 2098 Z969 1984 197% 04 91 08 08a
62 2338 2646 27.75 24 26 3125 31 44 09 79
€3 2944 3047 29.45 2372 3348 10 o0 £7 40
€4 2184 2089 2216 1888 2021 09 03 30 -16
65 1997 1866 1842 1692 1731 -13 16 -30 -27
65 3915 3499 3437 3018 3682 42 -48 40 <21
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(continued)
VISIA-CR Image Anaiysis Cofor Data- B/RGB * Valuc Left Iris
of N :: 2nhancing Serum
67 17 62 19.12 2509 2504 1493 15 75 74 27
68 28 67 5N 2814 2444 2737 71 035 40 -13
&9 2652 26 31 2570 2715 2473 02 08 ¢6 -18
70 1919 2729 2353 8376 2043 31 43 46 12
n 3188 2711 2175 28 67 2538 -48 -10% <32 65
72 2223 2748 2452 2551 3102 52 23 33 88
73 2273 2023 1820 1847 1870 2.5 -45 43 -40
74 2448 1731 1416 15387 2576 -72 -103 86 13
75 2676 1910 2195 2065 24 01 2.7 48 61 27
76 2219 3132 2642 2672 2909 21 28 15 01
77 2054 2536 %49 2390 2738 48 60 34 68
] 2332 88 64 3082 85 82 8630 33 65 25 30
75 2780 2493 2995 2769 2507 28 21 01 27
80 2179 2mn 2225 2108 1987 -5.0 55 57 -79
82 2149 2552 2564 2635 2540 40 42 49 39
84 1791 07N 1613 1931 227 128 -18 L4 48
36 2304 2731 2050 2794 2848 43 &5 49 54
&7 2436 2055 2419 2638 28 41 -38 02 240 41
83 8992 10134 8977 92 58 100 15 i1 4 Q2 217 102
39 2555 2518 3118 2759 2493 02 52 16 -10
K 11251 1G5 46 i09 14 108 25 110,98 A 34 43 -3
91 2239 2369 2027 20,03 2345 13 -2t 24 1.4
32 34.25 3114 2706 25 14 2404 =31 2 91 -102
93 73 9% 5999 6571 6181 6355 -140 -83 -122 -104
£ 3850 3920 4110 3714 3908 03 22 -18 02
s 5427 5558 5037 5145 3494 3 39 28 07
96 96 85 100 06 98 58 103 50 2691 32 17 66 ot
97 16 14 21 61 147 14 90 1838 55 BE| ‘12 22
98 42 57 29 87 3254 4508 asn 127 96 25 69
99 32,57 3086 3% 33.89 34 04 -17 12 13 15
100 3283 2708 2658 2098 3096 -58 62 28 -19
101 2593 2437 1604 2528 2170 -16 01 07 42
102 2425 2175 2993 1855 2948 35 §7 57 52
103 28.53 23720 28 30 2542 2356 -53 02 31 =50
104 N 28133 3446 2875 3580 -24 38 -20 51
05 6279 7070 716C 5550 7215 79 33 73 94
106 1931 26 47 2373 2216 2389 72 44 28 46
7 1818 2246 1978 2059 2185 43 16 28 37
108 98 86 97 67 a8 85 9945 93 R7 -12 []¢] 06 50
10% 8147 8688 86 65 83 0t 78 45 54 52 15 30
ilo %4 60 9195 9778 95 60 9627 26 32 10 17
111 2176 2238 2762 1925 2744 06 59 -25 57
12 2327 2194 2723 2350 2316 -13 40 02 -01
114 2261 2737 27383 271C 2471 48 52 45 21
115 2846 23 88 2470 2723 269 46 38 <12 -8
116 2530 239 27 86 2399 2827 -13 26 -13 30
117 57 82 6711 62 60 65 55 6201 07 52 23 58
118 3701 4025 3500 3941 4582 32 20 24 88
119 2378 2524 2864 2171 2328 15 1o 21 05
120 2748 24381 2897 273 3188 27 15 -47 q.4
121 18.82 19 89 19.12 2224 2526 11 03 34 64
Mean = 38.87 3913 39.46 38.25 35.85 6.27 0.59 -0.62 ~8,04
Median = 26.51 2729 27.63 26.36 26,33 017 0.55 -0.78 ~0.46
Standard Deviation = 26,39 26.45 26.58 25.82 25.65 5.64 §5.50 556 5.50
Maximum = 112.51 109.64 189,34 108.25 110.98 1575 24.73 2345 23.16
Minimum = 12.12 14.93 14.16 14.20 1344 -17.54 -19.35 +22.40 ~14.61
Mean % Change From Baseline Tallies & Percentages
Month 1 Month 2 Month 4 Month 8 Month 1 Month 2 Month 4 Month 8
0 7% L5% -1 6% 1% Total 114 114 114 114
Increase Increase Decrease Decrease Increased Values 59 62 53 54
Decreased Values 53 52 6] 60
No Change 0 0 0 0
Inereased Values 51 75% 54 39% 46 49% a7 3%
Did Not Camplete: Subject#s 7, 51, 58, 81, 85 and 113 Decreased Values 48 25% 45 61% 53.51% 52 63%
Neo Change 000% 000% 0 00% 000%

Mean B/RGE = Mean Blue vatue fiom the RGB color space, for the detected features within the masked regien of interest (RQOJ)
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Table 4
{continued)
VISIA-CR Ymage Analysis Color Data - B/RGB Values Right Irls

PR [e——

Difference From Baseline At :

Subject # Baseline Month 1 Monih 2 Monik 4 Month 8 Month 1 Moath 2 Month 4 Month §
1 2491 2283 2794 24 00 2529 21 30 09 ¢4
2 108 87 9784 10974 100 46 10727 -110 L] 84 -16
3 8222 92 96 80.08 93 65 36 10 107 =21 114 39
4 5315 52 00 5400 5342 54 52 -1t 08 03 14
5 2790 2291 2033 1916 218 50 <16 48 -5.7
6 1573 1568 1534 1179 1412 01 04 39 -16
3 2666 1733 23.74 2093 1736 93 -29 =58 213
S 7761 8255 74 55 6993 7559 49 31 717 =20
0 86,94 94 52 8912 4748 9421 76 22 05 73
11 1928 1304 1561 1667 1829 a2 31 26 o
12 3921 8419 8407 9806 9357 50 51 $Q 44
13 2389 2494 20.17 20 15 2148 11 37 -37 24
4 2314 2934 2404 1919 1722 62 09 40 59
15 1357 2577 23147 12.64 1785 122 7% 09 43
18 2408 2057 2027 267 219 -35 38 -14 -22
17 27 3178 4431 3858 3499 -10 115 62 22
18 2190 2147 1579 2014 2288 B4 61 -8 10
19 3313 1816 2305 2633 2402 -148 -0t 68 -91
20 8519 10074 1163¢ 95 34 8379 155 251 01 -14
21 3870 5526 7168 7997 66 16 165 330 42 274
22 1792 1813 2129 1798 1730 02 34 01 06
23 7763 9494 9094 8312 7752 173 133 55 <01
2 1833 1981 1655 i8 10 1883 15 -18 02 05
25 1927 1300 2248 1677 1631 53 32 25 -30
26 7520 7564 7394 7623 7658 04 -13 10 14
27 2767 2430 2853 26 11 2757 34 09 -6 01
28 2033 3413 3323 2199 2328 137 128 16 29
29 45 08 65 68 41.14 3968 44 56 206 -39 -54 45
30 1368 1133 1543 1501 1257 23 18 £3 -1
31 16 69 1749 1952 1709 1589 08 23 04 08
32 3977 2302 2091 2310 2382 <168 -189 -167 -159
33 2131 2113 21.48 1878 978 02 02 25 -15
3 3043 2287 2837 2999 2442 76 21 04 60
EN 7703 8940 08 66 40 9078 124 121 -106 137
36 2131 2084 1786 24 85 1644 S =35 35 49
37 1533 1991 1478 1533 17352 46 05 0o 22
38 9709 9372 9984 96 58 9590 234 28 -05 -12
33 a7 37 4671 48 91 4598 4971 09 13 -16 2}
40 17 34 17.86 1839 1549 1514 .6 10 -19 42
58 1717 2628 1294 1641 13.05 21 «42 02 41
42 2038 1740 2207 1981 2824 3.0 17 06 79
43 19.64 1387 16 35 16 87 1608 58 <33 27 -36
44 33 89 3221 28 56 2870 3055 -17 =53 52 33
45 2261 3436 2134 2368 1598 Ha -13 10 26
a6 3579 4612 3013 28 50 4491 103 57 273 91
47 67.30 6008 6704 6035 5200 ~12 03 <70 -153
48 25 60 1389 2225 2032 2611 $6 =34 53 65
49 2075 1782 2062 1927 1861 29 -01 -5 21
so €036 5949 5942 5415 5921 09 -09 62 -12
52 2282 2109 17.69 1883 1839 -17 5.1 -0 -4 4
53 5412 5149 46 63 4929 45 98 26 -75 48 81
54 1993 1865 1954 1601 18 12 -13 4 39 -17
55 2636 2331 1423 25.70 1722 «25 -121 07 1
S6 76.73 7207 883] 7999 8039 -4.7 116 33 37
57 2126 2126 %13 2170 1897 0.0 49 04 23
59 1784 20 56 1607 16 67 20.03 27 -18 -2 22
60 5025 5100 4290 50 11 44.82 0.7 -13 01 -54
61 19.47 2187 2392 1939 1766 24 54 01 -18
62 2113 1925 13.40 1944 2330 -1.9 27 -17 22
63 2747 2832 2537 2475 2661 0¢ =16 =27 09
64 21 5% 2100 2262 20.61 1908 06 il 09 25
65 18.61 1510 1631 1632 1613 35 -23 23 25
€6 3133 353 3026 29.18 3507 39 “11 22 3.7

&7 1943 21.58 1602 1615 1689 21 a4 a3 25
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(comtinred)

01 _Lmlt Enliancing Sexrum
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68 21 5% 2865 1919 1818 2248 71 24 34 a9
63 2478 23 83 2217 2995 2413 0.9 26 52 07
70 1682 20 62 2035 1727 1842 3.8 3s 04 1.6
71 2736 2741 2429 25 54 2105 00 31 -18 43
72 1993 24 56 2204 19 60 2288 a6 21 43 3o
73 179 19.16 1738 1644 1691 12 06 -15 -10
74 1706 1224 1338 1421 1534 48 37 28 -17
75 2082 18135 1937 17 50 2002 25 -14 -33 03
76 26.93 3201 2481 23 69 25 50 51 =21 -32 -4
77 24.77 1939 2594 2672 24139 -54 12 290 -04
78 58 65 8017 7518 7675 8099 s 165 181 223
k] k) v x) 2400 3686 2794 2532 17 51 18 -62
20 1968 1829 17 51 1533 1663 .14 22 44 31
82 13,83 1983 16.39 2113 18 36 10 24 23 05
84 1346 2897 1402 1429 2152 155 06 [ ¥] 81
86 1900 23 62 2126 2844 2206 46 23 94 11
87 2107 1877 1874 1965 2070 23 21 R 04
&8 98 83 2033 9339 8298 9006 85 54 158 88
89 2339 2245 2895 2122 2128 09 56 21 21
o 103 14 107 14 106 55 10732 105 88 10 14 12 27
91 1538 2363 14 70 1625 1820 33 07 09 28
92 24.64 2685 2073 2877 2287 22 -39 41 -I 8
93 93 56 78 62 7043 80.19 8] 40 -149 231 -134 -122
94 48 69 527 40 85 5035 5282 11 -78 17 41
85 5285 5240 5518 4727 53.36 04 23 =56 05
E 89.68 9205 90 16 96 82 2076 24 05 71 1]
97 1813 1708 1391 14 20 16 58 -10 42 -39 -16
a8 49.89 4777 5176 3715 4807 =21 39 «127 -18
o4 2898 2380 3159 3056 3236 02 26 16 34
100 3547 2110 2723 2532 2734 -4 4 82 -102 &1
101 2429 2132 2398 2308 2063 =30 63 -12 37
102 2157 2147 20.99 1636 2589 01 06 52 43
102 2738 Hny 37.84 2933 3484 44 0g 23 78
104 2474 23467 24 08 2174 25 66 -1 07 30 09
105 6467 66.03 6833 5877 64 56 14 37 59 01
106 1863 206 67 1528 2084 2279 20 08 22 42
107 20135 1705 2841 1798 2154 31 83 22 1.4
108 7614 9039 8520 215 94 63 143 131 180 185
109 2281 7445 7344 $0.48 13 -84 94 239 37
110 83136 83 54 84 38 8513 8585 02 15 13 235
111 1766 3109 2328 1721 28 3¢ 134 56 45 D6
112 2626 2226 2402 2169 1899 40 42 46 73
114 3644 3934 32.81 3718 32139 29 <16 07 41
115 2787 31,60 3634 2767 23 86 37 85 02 40
116 2214 2538 2555 2698 2835 32 34 48 62
17 54 16 5926 5721 5428 60,07 s KR} 0] 59
118 3693 3024 2857 2848 3208 057 24 -24 12
e 2014 221 1903 1970 1972 21 -11 04 04
120 2365 2718 2240 20.19 2559 32 -16 33 13
121 1912 2212 15 97 26 04 30 65 30 -32 69 115
Wean= 36.71 37.63 36.90 3570 36.68 0.92 0.19 -1.01 A.03
Median ~ 24,78 2443 24.06 23385 24.07 -6.08 -0.62 -1.31 -0.73
Standard Deviation =~ 24.82 2577 2632 25.69 25.90 .01 7.00 699 617
Maximum = 108,87 107.14 110.30 167.32 107.27 2152 32.95 4124 2743
Minimam = 1346 1133 12.94 1179 12,57 -16.75 <1314 -23.33 ~15.95
Mean % Change From Bascline Tullies & Percentages
Manth 1 Month 2 Wonth 4 Month 8 Month I Month 2 Month 4 tlonth 8
25% 05% -2 8% 0 1% Total 114 114 114 14
In J{ D Decrease Increased Values 56 49 39 47
Decroased Values 58 65 75 67
Ne Change o 4] 0 ]
Iacreased Yalues 49 12% 42 98% 3421% 4] 23%
Did Not Complete Subjectés 7, 51, 58, 81, 85 and 113 Decreased Values 50.88% 57.02% 65.79% 58 77%
No Change 000% 0.006% 000% Q00%

Mean B/RGB = Mesn Blue value from the RGB color space, for the detected fentures within the masked region of interest (ROT)



Distributed for Comment Only -- Do Not Cite or Quote

Page 85 0f 103
Revised: 11/3/2023
Table 4
{continued)

O | +s:: Eokancing Serum

Within-Groups Analysis For :
VISIA-CR Image Analysis Color Data - B/RGB * Value Left Iris

Pre-Test Normality Brown-Forsythe Friedman ANOVA
P-Value P <0050 Not Required 0.368

Within-Groups Analysis For :
VISIA-CR Image Aualysis Color Data - B/RGB * Value Right Iris

Pre-Test Normality Brown-Forsythe Friedman ANOVA
P-Value <0050 Not Required 0.003

Pairwise Comparisons

Difference from S .

Baseline Test Type P-value Significance | Direction (Mean)
Month 1 Dunn's Method 1.000 No Increase
Month 2 Dunn's Method 0.131 No Increase
Month 4 Dunn's Method 0.001 Yes Decrease
Month § Dunn's Method 0.668 No Decrease

* = ANOVA (RM) compares (he means across groups (the non-parametric version is Friedman). The null hypothesis is all means are equivalent and
the alternative is that the mean of at least one group differs. If ANOVA is significant further pairwise comparisons can be made, if not then it is
assumed there is no statistically significant difference among the mean (or ranks) and no further testing is done due to risk of type one error. It is
possibie that Friedman or RM ANOVA may be significant, but when running posi-hoc test may not show any statistically significant difference due to
only examining the comparisons to bascline, post-hoc test, small sample size, lack of power, or if there is borderline significance.

Mean B/RGR = Mean Biue value from the RGB coler space, for the detected features within the masked region of interest (ROI)

Summary:

For subjects using_Lash Enhancing Serum, there was no statistically significant change in the B/RGB values in the left eye
when compared o baseline. In the right eye, there was a statistically significant decrease at month 4 indicating a decrease in the mean blue value
within the ROI,

et O st Todbo e Amninmes fns DA Mscs Pusboh fama Caifinld Moave: Snmer ATAAA
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Table 4
(continued)
VISIA-CR Image Analysis Color Data -~ Delta E Value Lelt Iris

- ——

Subject # Maonth ¥ Wonth 2 Mouoth 4 Month 8
i 398 358 19 193
2 415 263 440 434
3 128 161 085 440
4 152 2.82 170 2.63
5 082 167 381 152
6 aés 358 325 060
8 178 341 309 195
9 132 226 376 598
10 554 077 217 150
11 056 084 470 051
12 279 164 073 t.4s
13 054 336 321 259
14 3188 073 053 137
15 390 494 282 434
16 268 164 033 0.81
7 174 170 100 119
13 149 448 219 116
19 457 148 223 265
20 633 264 095 169
21 636 1023 875 959
2] 117 042 040 098
23 133 019 185 4.09
24 159 131 63| 301
25 201 391 055 065
25 27 416 491 273
27 177 1 9¢ 232 134
28 189 208 212 343
29 400 47 1338 330
30 (3 132 359 054
31 130 262 100 094
22 130 218 050 154
33 138 059 199 096
24 zm 220 368 244
35 083 48 806 204
36 128 166 089 258
7 083 168 050 115
38 193 119 310 309
35 194 am 230 183
a0 154 309 328 152
41 070 211 103 155
a2 252 201 40] 403
43 282 259 193 217
44 E4d 335 093 267
as 337 349 350 22t
46 529 233 512 769
a7 9.03 450 50 681
48 1.00 246 041 073
49 192 210 144 157
S0 100 237 1.76 107
52 579 &7 427 666
53 295 493 385 415
53 2,08 095 280 194
55 194 4 51 145 066
56 295 167 0138 040
57 130 117 273 306
59 058 124 298 7.85
&0 183 157 206 306
61 107 393 088 064
62 127 191 085 380
&3 073 204 149 27N
84 697 35 127 114
85 1.36 133 141 136

&6 267 242 508 130
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VISEA-CR Image Analysis Color Data - Delta E Value Left Iris

- v e

Tabied
{confinwed)

&7 203 305 367 187
68 332 023 7N 057
3 12 169 1373 065
70 405 248 297 171
n 187 458 122 383
2 271 118 196 441
73 148 265 177 172
74 323 508 3134 £49
75 325 232 239 113
76 b 16 240 22 067
77 in 238 153 327
s 217 254 157 150
79 187 101 Qss 154
83 284 296 345 372
82 196 224 290 278
84 540 118 057 176
&6 226 179 220 155
87 208 260 174 277
83 467 P22 186 413
39 146 235 313 2 50
%0 218 145 137 104
91 136 162 £27 215
92 357 473 547 62C
93 557 323 453 392
94 088 978 KD i84
a5 23¢ 130 109 107
o6 123 171 244 143
97 265 055 0353 202
98 559 523 266 284
a9 o7 154 113 099
100 299 328 254 113
101 0699 150 302 158
102 5121 5438 kAl 387
103 196 315 191 232
104 103 150 142 27
105 558 609 455 411
106 282 269 3172 385
107 203 196 128 438
108 125 134 092 313
169 172 260 130 341
110 G93 159 096 147
111 163 391 1432 314
112 064 178 049 017
114 24) 290 194 165
115 188 1.52 098 064
116 175 207 132 272
117 127 258 136 300
118 186 118 203 426
119 072 08]) 075 014
120 262 099 336 196
121 248 119 3.11 600
Mean = 233 2.56 242 2,52
Median = i3 222 1.95 2.00
Standard Deviation = 1,55 1.67 194 1.75
Maximum = 9.03 10.23 13.38 9,59
Minimum = 054 0.19 8.31 D.14

Did Not Complete Subject#s 7, 51, 58, 81, §3, 85, 113

L* values are ameasure of the laminosity of the test site The higher the value, the greater the lightness of the fest site
a* values are a measure of the redness of the test site The higher the value, the greater the redness of the test site.
b* values are a measure of the yellowness of the test site The higher the vafue, the greater the yellowness of the test site
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3873

1434
1365
2617
566
377
1697
1292
1574
3038
1282
387
4280
3186
729
8.53
1578
nw
1993
842
1618
2638
1042
1283
3047
1225
3598
969
1133
3433
147
903
3573
1271
10.3¢
2186
1296
12 66
27

Month §

3776
3731
329
1048

934
4285

621
3844
1214
11.81

899
L0 40
2003
¥702
1292
4261
3097
1503
3955

755

739
1336
1477
2853
593
819
1539
1212
£774
2975
13 63
943
4094
3130
357

1334
269
2132
11.48
2134
17 69
0 55
ili6
n28
1579
3535
792
541
3154
1339
865
3483
1328
1215
213
1308
1162
219
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Month 2
2063
3926
1549
3547

933

1084
40 3§
36 t9
747
8N
278
288
1007
1133
7121
152
1874
3847
3513
1431
3836
783
1202
3514
1328
1534
3003
684
457
1498
13 50
1780
3492
1447
742
42380
3383
1020
562
1692
891
2053
1132
1804
2321
30t
1431
79 16
14.85
4043

715
35%6
1563
1018
3629
1643
1278
20.83
130t
1159
2159

VISIA-CR Ymage Analysis Color Data - L* Value Lefi Inis

o —

Aonth 4
1927
3757
3696
3132
738

1087
3901
3896
1038

893
3N
302
1237
21.09
1703
1509
3635

416
3654
931

3470
16 06
1563

9206
784
16 77
1120
1935
22 65
1370
847
4519
3348
1024
822
1707
945
1920
11 43
1926
2218
101}
i3 69
2890
1427
3843

1241
3397
1243
1187
3748
i209
il15
2128
1228
1158
21.08

Tabte 4
{continued)

Month 3
2201
37861

3086
75
942

3688
162
6383

4156
942

948

945

274
1285
i4 89
147
3504
3528
1472

625
770
3529
1548
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Difference From Baseline At ;
Month 1 Month 2 Manth 4
17 02 Ry
-40 «25 42
10 £0¢ 06
01 26 -15
04 -15 =35
02 -3.0 26
04 19 19
06 -20 -33
51 07 20
035 G7 37
=19 -16 03
02 32 390
35 06 a4
36 47 26
-25 -16 05
01 31 1.¢
14 -1 14
-4 4 15 22
61 20 02
40 81 78
11 04 02
13 01 -1
-i3 -12 03
-18 37 03
17 a1 -1
10 -11 17
it 17 20
24 39 21
03 12 34
06 22 09
-11 20 02
038 0 17
20 21 36
06 45 77
oK 17 09
G6 -15 04
-19 60 24
0l 22 I8
13 29 29
o -19 03
-24 il 13
25 -23 -17
t4 06 07
31 29 30
52 19 31
87 32 42
ol 24 03
17 15 09
02 -13 -i6
35 26 20
D6 45 25
-18 07 =26
-19 42 11
28 16 -0.4
-13 09 -23
04 12 28
409 06 17
06 37 -06
13 19 03
04 -10 06
01 01 07
-1.0 -11 -11
0% -1.1 -17
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Table 4
(continued)
VISIA-CR Image Analysis Color Data - L* Value Left lris

o SR i s

67 106] 1044 i246 1264 g16 -02 19 20 -14
&8 19.08 2073 1899 1739 1851 17 01 17 06
] 2058 2123 2133 2119 2020 06 07 08 04
70 872 12 56 1096 1135 994 38 22 26 12
71 16 66 14,97 1215 1562 1626 17 -5 10 04
72 13.1 15 66 1412 14 83 1739 26 10 17 43
73 1100 10 46 864 949 940 05 2.4 a5 16
74 1040 744 5467 675 1133 -3.0 47 -37 09
75 1328 618 1105 mis 1219 3t 22 =21 -11
76 18 54 1888 1303 1734 1882 03 05 07 03
77 1372 1649 596 1445 1691 28 22 07 32
78 3164 3359 B 3295 3298 19 23 13 13
79 1732 1583 1823 1721 1596 -15 09 01 -4
80 1358 1105 1106 10 58 1024 <25 25 30 -33
82 11.49 1320 1359 1422 1397 17 21 27 Z5
84 8§ 1319 722 841 992 50 -10 92 17
86 1230 14388 18 24 1453 1593 21 34 17 31
14 108 980 1221 124) 13 47 -13 11 13 24
88 4291 4737 2215 4446 1693 45 08 16 40
29 2098 2168 2299 2325 2199 07 20 23 10
S0 4374 4) g1 43 39 4260 43 84 -19 04 -1 01
91 12.84 1265 126 1168 14 08 02 02 -12 12
92 2352 2088 916 1845 1779 26 -4 4 51 57
a3 3144 26 30 2845 21,06 2775 -51 30 44 =37
o4 3153 3118 2647 2939 3253 -04 =51 21 10
-3 2969 2923 28 50 29 16 2976 -05 -12 45 at
96 3650 3727 3618 3867 3579 o8 03 22 07
97 606 849 585 590 750 24 04 02 14
93 24 66 1958 2024 2675 2224 =51 -44 21 24
99 1737 1671 18 55 1833 313 -07 12 10 08
100 2078 19.64 19,48 2099 2040 -11 -13 02 04
101 16 03 1598 1693 1739 14 84 a0 09 14 -12
102 20.04 18 57 926 1434 2005 -1s 08 57 o0
103 17¢3 15 44 1356 16 84 1624 -16 s D2 08
104 1846 1743 1957 18 57 2104 -10 11 o1 26
105 3752 3778 3767 3676 3946 02 01 08 19
106 1229 1459 14 69 1478 1529 23 24 25 o
107 1) 47 1318 1159 1248 1129 17 ot io £2
108 4] 36 40 62 4091 4124 g 70 09 -07 03 <28
o9 3R 16 39,87 4092 3952 3582 14 25 1] =26
110 4040 3967 4132 41 16 4i 51 -07 i4 03 11
111 1423 14.70 1757 13 06 1558 es 33 -12 13
112 1075 013 1239 1078 1082 06 16 ¢o o1
134 1438 1611 17.11 1607 15.74 17 27 17 14
115 1478 1328 1386 1491 1429 -15 09 ol 05
118 19 40 18 50 2064 1829 2128 0% 12 -01 1.9
117 26 21 25136 2371 2617 2336 €9 -25 [ 29
113 2565 2741 255% 2734 2970 18 01 17 41
119 1402 1417 1461 1328 1392 02 s 07 <01
120 17 57 1544 1775 1458 1927 21 02 <30 17
121 208 1043 871 1139 137 13 04 23 47
Mean = 19.62 19.66 19.81 19.60 19.87 0.04 .20 ~0.02 0.25
Median = 15.76 15,73 16.92 i5.84 16,10 -0.08 0.21 -0.07 -0.03
Standard Deviation = 10.76 10,84 10,89 10.67 10.5% 2.26 2.30 224 244
Maximum = 43.74 4737 43.39 4519 46.93 6.11 §.13 7.84 828
Minmnm = 5.4t 593 565 5.90 583 -8.69 -5.06 -1.92 -6.12
Mean % Chunge From Baseline Tallies & Percentuges
Month L Montl 2 Month 4 Moath 8 Month 1 Month 2 Montk 4 Month &
C2% 10% 01% 13% Total 114 114 114 114
Increase Tncrease Decrease Increase Tncreased Values 56 63 56 36
Decreased Values 53 81 58 58
WNo Change 0 ] 0 [
Did Not Complete Subjectds 7, S1, S8, 81, 83, 84, 113
Inercased Values 49 12% 5526% 49 12% 49.12%
Decreased Values 50 88% 44 74% 50 83% 50 58%
No Change 000% 0.00% 0 00% 0 00%

L* values are a measure of the luminosity of the test site. The higher the vaiuc, the greater the lightoess of the test site
& values are a measure of the redness of the test site The higher the value, the preater the rednass of the test site
b* values are a measuce of the yellowness of the test site The higher the value, the greater the yellovmess of the test site,



Distributed for Comment Only -- Do Not Cite or Quote

Page 90 of 103
Revised' 11/3/2023
Table 4
{contitiued)
VISIA-CR lmage Analysis Color Dafa - a* Vahses Leit lrig
o R oo e
Difference From Baseline At
Subjeet # Bascline Moath 1 Month 2 Month 4 Monik 3 Month 1 Month 2 Bonth 4 Month §

1 1138 1319 117 11 80 11.64 18 -12 04 03
2 ~251 -192 -1.93 -143 091 06 06 1t 16
3 -138 -189 0.78 -142 -145 5 0§ 00 01
4 328 230 232 1354 172 -10 -10 03 04
5 224 292 2%0 341 iz 07 07 12 10
[} 349 301 348 i 3131 05 00 D4 02
g 332 194 074 147 180 -14 26 -l9 -15
o =151 -1 15 £ 50 030 066 04 1o 18 22
10 -0 61 266 -055 -138 -1357 -21 01 a8 «1.0
1 198 209 203 250 242 01 o1 05 05
12 -257 -0 86 ~231 -2 07 215 18 03 05 04
ik} i30 0.83 238 238 1.87 05 11 11 06
13 475 310 433 442 405 -16 04 03 07
15 276 130 187 242 157 -15 09 -0.3 -12
16 6.13 647 b 64 667 652 03 05 05 04
17 1749 1030 1025 i130 §255 12 -12 £H2 11
13 1013 a7 1E 20 872 953 D4 11 -14 06
15 797 904 1.96 816 3t 1l 98 02 01
20 -163 323 -282 217 -1 96 -16 -12 £5 403
21 656 204 001 127 194 45 56 53 46
22 142 1166 i145 1151 1174 04 00 01 03
23 <218 219 -205 -165 049 ¢.o ¢3 0Ss 117
24 199 21 238 213 24t 02 04 01 04
25 196 176 133 167 224 02 08 03 03
26 099 -082 2] 082 034 02 12 8 06
27 959 958 965 897 984 H3 03 <10 01

732 588 626 733 975 -14 -1.1 co 24
29 -086 =109 -091 1079 -020 02 a0 17 ¢7

062 104 078 042 083 04 02 02 02
3 06} 0.64 08 075 118 0a 62 02 06
32 1116 11.87 1199 1187 1225 07 08 a7 1.1

931 273 924 §96 999 -0 6 01 -03 07
34 945 935 1010 90k 1047 01 Q7 -04 10
3 -1i0 -124 -2 54 04K -1 62 0t -14 15 035
36 9132 292 936 9138 1035 04 00 0.1 0g
37 464 411 47 488 432 05 0t 02 -03
38 =299 -304 -299 -3 14 -269 01 0.0 01 03
39 640 506 467 s08 661 -13 -17 -13 02
a 263 138§ 197 147 286 07 07 -12 62
41 37 n 444 460 4.51 07 07 08 07
a2 936 1000 1043 1166 1028 (] 1t 23 09
a3 455 582 583 542 550 13 3 09 i0
44 118t 1n72z 928 1179 1085 01 25 00 -10
45 193 054 168 136 116 “14 02 07 08
46 1038 9136 1026 1141 1263 -10 01 10 23
47 017 096 043 022 008 11 013 0o 01
a8 170 227 188 146 (48 08 02 -2 02
49 915 947 1015 981 985 03 10 07 07
] 241 1,74 172 255 298 07 07 01 s
52 609 900 1042 8350 1026 29 43 24 42
53 035 2.10 0388 14¢ 137 24 12 18 37
54 1.89 298 248 284 304 11 06 09 11
55 245 261 406 165 289 0z ié 08 04
56 -113 016 -129 -11e -094 10 02 0.0 02
57 337 3s¢ 263 483 387 02 07 i5 [
e 310 353 332 286 247 04 02 02 06
=] 037 <002 005 -026 044 -4 03 06 01
61 921 280 796 9.05 978 06 -3 02 06
62 497 4.90 475 443 433 0.1 0.2 £05 07
1109 10 51 1on 979 1178 06 -10 -13 07
64 201 947 867 979 898 03 =03 08 00
65 796 780 790 853 819 02 01 09 02
&6 4,45 657 615 g1 488 21 17 a7 04
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Table 4
{continused)
VISIA-CR Tmage Analysis Color Data - a* Vadues Left Iris
01 _Laall Emhancing Serum
67 834 674 503 557 794 -16 33 28 04
1024 816 1025 1054 1014 -21 0.0 03 01
69 13 28 1297 34 1256 1327 -03 02 03 0o
70 538 455 468 524 576 08 07 01 04
71 726 792 754 T7% 8§93 07 03 035 17
72 890 945 944 961 905 as 05 Q7 02
73 505 624 567 593 567 12 06 09 06
74 125 252 228 221 205 13 10 10 08
75 592 683 621 690 620 09 03 10 01
76 773 703 986 979 8.t 07 21 21 04
7 990 1039 912 B37 972 05 08 -10 02
78 0os -0.88 -103 -0 64 057 09 -1 07 06
79 667 75 n 719 731 69 a4 05 0.6
80 531 645 6.83 695 694 11 15 16 16
82 801 707 7350 774 790 09 05 03 0.1
g4 250 042 276 223 208 21 c3 03 04
86 834 750 734 704 854 04 -1.0 -13 02
87 476 632 5.96 535 525 16 12 06 05
838 00 <137 -0i5 052 -1 00 -13 -01 05 10
89 1440 1504 1324 14 60 15438 06 112 02 t1
90 <348 an -300 303 317 02 05 04 03
91 772 699 900 773 888 07 13 00 t2
92 942 794 206 1052 1066 -15 -04 1 J2
93 07 134 044 026 044 2] 12 10 12
24 1063 109 953 1182 1162 0,5 -11 12 10
85 29 114 292 340 193 -18 0.0 0S5 <10
96 -116 -1 86 -188 219 -161 07 07 -10 04
97 251 051 088 086 113 00 04 04 06
o8 77 10 08 10 54 721 90 23 23 06 13
99 369 328 340 345 431 -04 03 02 06
100 783 97t 1007 912 863 19 22 13 08
101 962 1020 973 1076 1033 06 o1 il a7
102 1556 1287 12 59 1439 1335 27 a0 a2 22
103 873 936 1007 962 985 0.6 13 0% 11
104 4,01 897 332 $35 830 o0 67 ¢33 -07
105 382 0.16 007 701 7 3.7 37 12 -26
106 1028 § 84 1072 1186 1 6} ‘14 04 16 i3
107 963 854 7288 £ 86 605 -1 -18 08 36
108 229 -2.50 2381 -242 222 02 K 01 0l
109 -020 -072 062 -0138 005 05 204 02 02
110 29 ~160 -2 64 210 -143 04 06 01 06
111 16 66 9t 9907 10¢0 827 -16 -16 07 “24
112 447 454 379 40 453 o1 0.7 03 01
14 959 795 934 865 230 -16 03 09 013
115 6 50 742 729 673 676 0% 08 03 03
116 11892 i0 46 1025 1675 1016 -14 16 -11 -17
17 021 Q18 039 064 08 04 02 o4 04
118 973 941 ¢ 62 8.64 803 0z 04 -Dé -12
118 972 941 930 956 976 03 04 02 0.0
120 1003 976 934 082 911 03 07 02 99
121 617 752 527 711 707 14 09 09 09
Mesn = 510 4.95 4,99 537 5.33 -0.14 -0.11 0.27 0,23
Median = 3,01 5.47 491 549 537 -0.12 -0.01 0.14 0.31
Standard Deviation = 4.58 4.60 4.54 4.57 4.60 L19 126 i.55 LI6
Maximum = 15.56 15.01 13.44 14.60 1548 291 433 11.66 417
Minimum = -3.45 -3.23 -3.00 -3.14 -3.17 -4.52 5,64 -5.29 ~4.62
Meun % Change From Baseline Tatlies & Percentages
Rfonth 1 Month 2 Monih 4 Month § Monih 1 Month 2 Montk 4 Month 8
2% -2 2% 53% 45% Tatal 114 114 4 134
Decrease D I T Increased Values 5t 55 62 7
Decreased Values 63 39 52 37
No Change 0 0 0 0
Did Net Complete Subject¥s:7, 51, 58, 81, 93, 85, 113 Increased Values 44 74% 4825% 54.3%% 67 54%
Deereased Values 55.26% 51.75% 45.61% 32 4%
No Change 000% 0 00% G 00% 0.00%

L* values are & measure of the Juminosity of the test site The higher the value, the greater the lightness of the test site.
a* vahues are a measure of the redness of the test site The higher the value, the greater the redness of the test site
b* values are a measure ol the yellowness of the test site, The higher the value, the greater the yellowness of the test site,
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Baseline
1665
256
922
203}
645
137

1694
717
461
9253

629
4355
B34
1814
1348
1345
348
1371
1385

632
s
873
618
47
1206
784
2009
1149
1224
1529
1038

1137

2135
551
589
1390
766
1951
559
1202
532
672
1106
15.81
1307
1842
542
811
601
8.44
618
1217
12.74
i3
2008
12.34
1138
16 70
915
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Month 2
1566
327
861
2060
629
546
574
1728
6.99
500
942
589
615
590
890
16 50
1213
1377
217
1712
1400
449
537
6130

VISIA-CR Image Analysis Color Data - b* Vakues Leit Iris

- < vtanci secum

1733
1416
363
548
499
15.09
1231
1043
1706
487
520
16 02
1122
1395

1217
699
940

595
665
17 0%
748
18 58
695
1540
480
605
1290
1576
1241
1893
5.18
683
603
848
707
15 60
11.45
730
1968
1222
1219
1836
908

Table 4
(continued)
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14138

1441
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Difference Frou Baseliue At :
Montk 1 Moanth 2 Month 4
31 10 ot
10 0.7 09
07 -12 02
-12 03 07
02 -02 0.9
04 -19 -9
-10 -1.2 <16
11 03 -0
02 02 00
02 04 29
i2 01 04
02 0.4 03
01 L1 00
05 14 10
09 61 04
-13 -16 02
-02 -13 140
08 03 03
04 -12 08
=21 -2 6 24
01 01 a3
02 00 -08
05 -03 ad
-0.8 10 43
22 38 43
-14 «15 -12
05 @6 08
32 27 62
03 06 1i2
-12 -14 -03
02 03 05
-10 c1 09
al 04 06
08 08 18
09 <01 01
-03 -G8 02
as 12 20
-14 .12 05
04 038 09
-03 Q06 0s
42 13 30
o1 00 -0
04 2 D6
03 19 17
08 14 40
22 32 27
08 05 01
<092 It 34}
7 -18 038
is 44 29
15 17 20
02 02 -04
02 -06 03
Q1 03 01
=03 o¢ 02
co 04 09
<15 14 09
07 (1B} 06
01 02 0.3
Q0 <15 04
038 oo a7
09 08 01
14 13 31
12 14 13

-08
-
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VISIA-CR Image Analysis Color Data - b* Vaknes Left Iris

Table 4
{continued)
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[=:3 16 58 14 59 1630 16.57 1657 -20 02 00 0o
& 2013 2t 14 2] 64 20 58 20.66 10 15 035 0.5
70 6™ 775 756 812 789 10 08 1% 11
71 1107 153 1035 i1 a7 1449 05 07 04 14
72 1167 i237 1194 1227 1274 07 03 0s 1
73 795 864 692 815 786 07 -1.0 02 -01
75 57 5.50 423 510 661 -a3 -15 07 09
7 924 201 8367 969 9219 02 -08 05 00
76 1549 14 63 1650 16.00 1597 0% 10 as Q5
77 1363 14 96 £343 1274 1434 13 -02 09 07
78 225 201 1.9l 27 2351 QO -03 05 03
el 14 49 13 84 1443 1437 1415 06 01 -0k -03
80 898 840 869 854 875 06 -03 04 02
82 9.85 987 043 in77 1111 0o 06 09 13
84 633 649 577 587 5§37 02 06 -0.5 00
85 10 44 1720 167 1008 1210 08 12 04 17
87 710 760 911 8§05 840 05 20 ay 13
38 1527 15 60 1431 1613 1559 03 -10 ay a3
89 2105 2216 2072 2318 23.06 11 -03 z1 290
S0 308 495 532 461 498 10 13 06 i0
9L 111 997 1207 1061 1243 -1 10 B3 13
92 19 48 1759 17 68 1776 1745 -19 -18 17 20
93 7.29 7387 768 788 79 06 04 06 06
94 2782 2737 1253 2592 2902 07 -83 <19 12
95 16 31 1494 1682 1713 1592 -14 05 03 04
96 174 108 622 127 059 07 -15 05 -12
o7 37 478 ] 408 499 11 oo 04 13
S8 16 15 16 57 1570 I770 16 84 04 05 15 07
-] 1159 1§ 68 1254 1215 1178 01 10 06 02
100 1633 1835 1834 18 5% 1704 20 20 22 07
kLS 13 86 14 85 1506 1630 146] 08 12 24 08
102 207 16 53 1620 15.68 17 56 42 45 51 32
103 13 66 14 64 1609 1536 15 64 10 24 17 20
104 14 46 1447 137 15 83 1502 0o 07 14 06
105 2259 18 42 1775 2575 2011 42 -4 8 32 25
1086 1209 1130 1323 1436 141 08 11 23 20
107 1149 11 86 1663 1155 898 01 =08 01 =25
108 831 752 727 746 687 08 A0 09 14
109 13 48 1252 1418 1420 1133 -1 a? a7 21
110 Q02 943 938 260 980 04 04 06 08
11 13 66 13 80 14 94 1322 1213 G 13 04 -15
112 737 723 746 720 751 01 01 62 0.1
14 1312 1282 1406 1305 1401 03 09 -0l 09
115 10 41 1099 1133 1133 1072 06 09 09 03
115 190 1858 1927 1967 1994 04 03 07 09
17 299 212 2135 428 214 £09 06 13 03
118 20 80 2138 219 2176 2i33 06 11 10 05
119 1214 11 50 179 1215 1224 06 -04 0o 01
120 1525 1376 455 1372 1492 -15 07 -5 -03
121 705 863 637 890 1073 i6 07 i9 37
Mean= 11.09 1101 1L02 11.44 11.48 0.1 .1 0.4 0.4
Median = 10.83 1619 11.46 11,39 11.76 0.1 0.0 0.2 04
Standard Deviation = 539 528 518 5.46 549 L2 1.6 L4 14
Maximum = 27.82 2717 2191 2592 29.02 38 4.4 6.2 4.6
Minimum = 1.4 1.08 0.22 1.27 059 -4.2 -83 5.1 -3.2
Mean % Change From Baseline Tallies & Percentuges

Meonth 1 Monrth 2 Month 4 Month 8 Month 1 Month 2 Month 4 Menth &
04% 04% 13% 20% Totad 114 114 4 114
Decrease D I L d Valves 55 60 64 74
Decreased Values 59 54 50 40
Na Change 0 [ [’} 0

Did Not Compete Subjectés 7, 51, 58, 81, 83, 85, 113

Increased Values 48 25% 5263% 56.14% 64 91%

Pecreased Valoes 51.75% 4137% 43 86% 35,09%

No Change 000% 0 00% 000% 0 00%

* vahees are a measure of the lminosity of the test site The higher the value, 1he greater the lightness of the test site
a* values are a measure of the redness of the test site The higher the value, the greater the redness of the test site
b* values are a measurz of the yeltowness of the test site, The higher the vaiue, the greater the yetlowness of the test site
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Table 4
(continued)
e ——
Within-Groups Anslysis For :
VISIA-CR Image Analysis Color Data - Delta E Value
[ PreTest | Normality ] Brown-Forsythe [ Friedman ANOVA |
] P-Value | P <0050 | Not Required | 000
Pairwise Comparisons
Difference from _—
Boscline Test Type P-vahee Significance | Direetion (Mean)
Month 1 Duon's Methad 0.001 Yes Increase
Month 2 Dunn's Methed 0.001 Yes Increase
Month 4 Dus's Methad 9.001 Yes Increase
Month 8 Dunn's Methad 9.001 Yes Inerease
Within-Groups Analysis For :
VISIA-CR Image Analysis Color Data - Delia L Vaiwe
[ PreTest | Normality | Brown-Forsythe | Friedman ANOVA |
[ TPvVale | P <0050 | Not Required | 0.896
Within-Groups Analysis For :
VISIA-CR Imape Analysis Color Data - Delta A Value
[ PreTest | Noemality | Brown-Fassyihe [ #riedman ANOVA |
L P-vaue | P <0050 | Not Required | 0001 1
Pairwise Comparisons
Di“;':::: fiem Test Type Pvalue Significance | Direction (Mesn)
| vaseline
Month 1 Dunn's Method 1000 No Decrease
Month 2 Dunn's Method 1 000 No Decrease
Month 4 Dunn's Method 238 No [
Month 8 Dunn's Method 0.008 Yes Increase
Within-Groups Analysis Fer :
VISIA-CR Image Analysis Color Data - Delta B Value
| PreTest | Normality T Brown-Forsythe | Friedmaa ANOVA |
| Pvale | P <0050 | Nt Required ] 0001 |
Pairwise Comparisons
Difference from o -
Brscline Test Type P-value Sigoificance | Directioa (Mean)
Month | Dunn's Method 1000 No Decrease
Month 2 Dunn's Method 1000 No Decrease
Month 4 Duan’s Method 0.042 Yes Incresse
Month 8 Duen's Method 6.001 Yes Ingrease

* = ANOVA (R\M) compares the means across groups (the non-parametric version is Frisdman). The null hypothesis is all means are equivalent and
the altemative is that the mean of at least one group differs I ANOVA is significant further pairwise comparisons can be made, if not fhen it is
assumed there is no statistically sigeificaut difference among the mean (or ranks) and no further testing is done due to risk of type one error. It is
possible that Friedman or RM ANOVA may be significant, but when ranning post-hac test may not show any statistically significant difference due to
only examining the comparisons to bascline, post-hac test, small sample size, lack of power, or if there is borderline significance

* = Dunn's method is a posi-hoe test Iy run after Friedman RM ANOVA. It allows for compansons between a control group, and it is a
robust, non-parametwic test that adjusts for muluple comparisons.

AE 15 a measure of fotal color change of the test site from baseline The larger the value, the greater the change n color AE does not provide the direction, or
individual ecmponent of the change. Subsequently, the individual changes m the L. * a* b¥* values from baseline are evaluaied

L* values are a measure of the Juminosity of the lest site. The higher the value, the greater the hightness of the fest site

a* values are a measure of the redness of the test site The higher the vahue, the greater the redness of the test site

b* values are a measure of the yeliowness of the test site. The higher the value, the greater the yellowness of the test site.

Summary:

For subjects uslrm.ash Enhancing Serum, there was an overall increase in AE values of the left eye indicating an increase in
color change from 3 mepoints When evalvating the individual L* 2* b color values, there were no statistically significant
differences m ocular pige {rom taseline when looking at the change in L* When evaluating the a* of the left eye compared to baseline,
there was a significant difference at month 8, which rep an in red; at month 8 There 12 also  stanistically significant increase

at months 4 and 8 when corrpared te baseline for the dela b color value, ind; an ny
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Table 4
(cantinucd)
VISIA-CR Image Anulysis Color Pats - Delia E Value Right fris

91 ‘—‘-Lull Eahancing Sersm

Subject # Month | Moaih 2 Month 4 Month 8
1 196 123 047 049
2 395 042 323 653
3 391 216 479 197
4 100 077 oge 123
5 219 360 i 235
] 031 082 196 G82
3 387 102 194 412
9 2514 154 304 142
0 378 135 068 32
1 041 164 168 0
12 199 220 365 207
13 0.36 180 193 119
14 199 196 418 530
15 578 486 033 262
16 161 157 058 0.74
17 150 451 265 124
18 050 671 184 238
19 70§ 462 418 4.09
20 599 952 366 £79
21 759 37 1673 1222
22 Q20 136 030 063
2 &1l 451 197 145
24 673 077 018 065
25 1922 517 1780 844
26 044 134 299 335
27 18t 065 103 178

575 558 338 192
25 879 318 264 0.93
30 089 0S5k 067 030
3 054 138 932 043
32 638 767 701 662
EE] 131 035 198 108

336 244 i83 3.49
35 417 425 708 400

123 208 P54 229
37 197 078 022 084

191 133 oM 54
35 09s 106 082 i.18

0,49 072 0635 162
41 49] 135 045 151
LY 106 3 422 72
43 241 147 1iz 144
a4 not 273 225 121
45 472 062 129 128
46 629 136 382 872
47 250 101 250 613
48 2863 126 2G5 0.86
49 1.97 0.47 16] c76
50 053 060 265 091
52 106 226 259 275
53 408 438 362 595
54 045 041 180 0382
55 141 541 048 39
56 2350 335 195 1.83
57 037 289 103 E37
59 125 074 261 141
&0 2y 257 149 2
61 112 279 042 081
62 108 L1s 059 148
63 129 238 2 038
84 040 a39 679 105
65 2.03 197 118 11t

65 240 180 228 173
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Table 4
(continued)
VISIA-CR Fmage Analysis Colar Data - Delta E Value Right Iris

.01 _Luh Enhancing Serum

67 090 128 141 101
68 321 0380 133 104
85 047 109 217 Q30
70 196 242 070 105
71 126 219 327 410
72 189 a79 126 178
73 078 060 094 031
74 240 193 110 o
75 23¢ 074 128 0.58
78 285 225 315 095
n 252 078 159 213
78 813 643 687 862
7% 584 307 182 302
80 113 063 270 1.53
82 243 246 146 023
84 697 033 09 3.76
86 337 39 415 173
87 294 289 330 299
88 337 248 539 27
29 109 250 151 239
30 136 242 165 087
9 323 064 029 216
92 313 487 226 752
93 526 217 504 4i9
84 153 870 051 184
95 169 335 280 132
075 047 273 064

97 040 192 129 0797
079 384 472 207

ag 143 252 134 23
100 643 385 395 345
103 158 145 069 128
102 169 135 1038 366
103 286 546 194 382
104 035 079 113 190
105 3o8 552 243 323
106 178 022 230 220
107 155 418 995 314
ic8 550 457 587 621
109 414 451 920 222
110 067 079 ¢9l 120
111 715 427 074 505
112 161 097 195 297
114 192 179 193 412
115 252 417 427 336
116 276 204 230 367
17 7Y i24 035 222
118 239 1.87 159 389
119 114 071 014 055
120 238 1.65 2098 087
122 238 219 366 829
Mean = 270 268 2.55 2.49
Median = 1.97 1.94 1.94 1.78
Standard Deviation = 252 2.51 27 2.16
Mazimum = 19.22 1517 17.9¢ 1222
Minimum = .29 022 0.14 $.23

Did Not Complete Subjectés.?, 51, 58, 81, 83, 85, 113

L* values are s measure of the luminosity of the test site The higher the value, the greater the lightniess of the test site
a* valugs are & measure of he redness of the test sits Tho higher the value, the greater the rednass of the test site
b* values are a measure of the yellowness of the test site. The higher the value, the greater the yellowness of the test site
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Table 4

(continued)

VISIA-CR Imsge Analysis Color Datn - L* Value Right Iris

Difference From Bascline At :

Subject # Baseline Monih { Menth 2 Mooth 4 Month 8 Month £ Monih 2 Month ¢ Month 8
1 1870 1883 1958 1355 1907 c1 09 02 04
2 4248 3865 42 86 39 40 4241 <38 04 31 01
3 34 60 3843 3296 39130 3647 33 -16 117 i
4 31 o7 3219 318 3194 -07 05 ol 02
5 1225 1050 377 872 1004 -18 -35 35 -22
6 691 674 693 519 618 02 o0 -17 07
8 i1 44 780 1044 960 743 36 -10 -18 -0
9 3759 3998 3713 3567 3752 24 04 -19 01
10 3488 3816 36 00 3493 3796 33 12 01 31
11 785 745 628 77 759 04 -16 01 €3
12 4018 38 45 3801 4379 42 15 17 22 16 20
13 037 1016 B33 820 887 03 -15 ~17 -10
14 1152 1304 1066 817 720 15 -09 -33 -43
15 538 1075 966 538 761 54 43 00 22
16 1] 54 597 1009 Lot 1100 16 -15 05 03
17 2208 2102 2556 2470 2319 -10 35 27 11
18 1528 14 98 1642 13 %0 1465 -¢3 -49 -14 -06
19 1997 1300 15 50 1589 1579 67 43 39 40
20 3326 3883 42 39 36 47 3205 56 91 32 .12
21 27.40 3307 33.43 4136 3811 57 1o 1490 i07
22 1378 13 69 14 52 1393 1384 0] 07 02 a1
23 3106 3708 3532 3213 3178 60 43 11 07
24 746 816 672 744 791 07 07 00 05
25 1530 531 995 692 1059 -100 53 -84 47
26 3538 35.70 605 3730 37157 03 c7 i9 22
27 1723 1551 1776 1629 1822 -17 035 -09 10
23 1227 1743 1781 1433 1393 52 55 21 16
29 2] 42 3016 1831 1293 2075 87 =31 -15 07
30 580 483 641 621 541 08 ug 06 02
31 671 663 793 696 530 -3 1 13 02 04
22 2287 1723 1626 1767 1789 -5 4 64 56 43
33 1435 14,79 1418 1278 1423 04 02 -16 01
34 1798 15 66 1821 1908 16 61 23 02 11 -14
35 3263 3559 3540 2638 36 86 30 28 53 42
36 1289 314 12 04 1442 1089 03 08 15 <20
37 722 882 670 720 300 15 0S5 ce 08
38 3979 3804 40 98 4005 3926 -18 12 03 £
39 3094 3020 3072 3043 3204 Q7 02 05 L1
40 743 758 802 712 589 ot 06 -03 -15
£1 739 £ 86 573 7 596 45 -17 02 -14
42 1367 12 62 16.60 1546 1954 -i1 23 18 59
43 91¢€ 698 800 819 789 22 -12 -I0 -13
44 2428 2405 2161 2248 2336 02 -27 -18 09
45 936 140 908 1034 825 47 03 10 -11
45 2102 26 84 1805 1764 2802 58 30 324 70
47 28 51 2568 2787 2370 2255 28 06 28 60
48 1058 813 937 865 113 25 -t2 -19 05
a9 1250 1088 1254 1140 77 -1 6 Q0 -11 07
50 29 53 2909 28 99 2722 2962 -0.4 05 23 01
52 1230 1136 10.89 10.05 1163 092 -14 22 06
53 2880 2978 27 G4 28 89 279¢ o -12 1 038
54 818 776 $2¢ 656 7861 04 01 -16 06
55 1135 10 04 619 1105 1.55 -13 52 03 -38
S5 3109 2909 3644 3286 3282 -2.0 $3 18 17
57 322 o 49 11.70 995 817 03 25 07 -10
58 764 831 701 749 588 12 06 0.2 12
0 2929 3072 27408 3008 2839 4 22 08 092
61 1147 12352 14409 11 40 1091 1 26 -8.1 L6

°22 828 813 393 1047 09 -1 03 12
20,98 2073 1935 1926 20.62 63 -16 -17 -0.4
1193 19 1220 11.97 1493 oo 03 00 -10
65 10.84 913 935 932 283 -17 -15 -1.0 -16

&6 1923 2145 972 1955 20 90 22 0s 03 17
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€7 997 10.64 8,74 924 926 07 -12 47 07
68 1400 1701 1322 1348 1484 jo -08 -05 08
-] 2145 2142 2039 2254 2082 00 06 11 B
70 752 o 952 796 834 16 20 04 o8
71 1416 1488 418 1547 3339 07 ao 13 -03
72 1260 1440 1334 Hso 1423 18 o7 07 16
73 968 1029 943 205 9.55 06 03 06 01
73 712 498 540 612 644 21 -17 10 -07
7s 29 1007 950 397 1001 0.2 -04 09 01
76 1590 1859 159] 156] I568 27 00 03 £H2
7 1533 1270 1586 1534 1422 24 07 02 09
78 24130 3082 2920 2995 31.89 65 4.9 57 76
79 2206 1702 2219 2085 1909 =50 [} -12 <3.0
£0 1079 2.83 1022 851 948 09 06 213 -13
82 1085 1017 915 il 04 10.64 D7 -17 02 02
8 569 1225 597 620 219 66 03 05 35
86 1303 1158 143 14 68 1i 96 05 06 36 09
a7 918 9.08 901 9356 989 0.1 02 04 07
88 4628 4294 43 88 4142 44,18 =313 24 -49 21
88 1994 2011 2152 1995 2038 02 1 -] 00 ¢4
90 4162 4295 4368 43126 4244 13 2t 16 08
91 352 1148 807 381 1026 30 -05 03 1.7
92 1962 1937 1607 2165 1524 03 -35 20 44
93 3881 3433 29.85 3400 3520 A5 90 48 a6
94 3BT 3768 2998 718 3852 09 58 04 17
95 3075 2975 3328 2996 3166 =10 25 -03 09
96 327 3390 3356 3598 33 80 06 013 27 05
s7 672 633 494 545 650 04 -18 .13 -02
88 2440 2392 2732 2031 2474 R E] 29 -1 03
99 1603 1678 1812 1718 1813 Q7 21 il 21
100 1929 13 85 i705 16 06 1607 -5 4 22 32 32
i01 1585 1440 16 56 1573 14 68 -15 07 <01 -12
w02 1878 1781 1921 1212 18 67 09 05 66 01
103 1769 2023 297 1935 2143 25 53 37 37
104 1523 1508 1461 1420 1652 01 06 -10 13
105 38 65 36 98 1725 3728 36 87 17 14 14 -8
106 338 1124 1353 1534 1545 -0 a1 20 21
107 1133 1038 1458 019 1059 07 32 09 07
108 3587 3883 4013 40 62 40 80 30 43 47 49
105 3995 3600 3562 3120 3794 ~40Q 43 87 -20
110 3820 3870 3883 3912 3942 04 0s 038 11
111 1220 1834 1558 1228 1616 6.1 34 ¢ 40
112 79 1041 1134 9.83 209 -14 04 -19 28
114 1834 1966 1777 1954 1219 16 06 12 09
115 1534 1728 18 66 1385 1280 i4 28 =20 30
115 18 51 1953 1957 2009 2122 10 11 16 27
117 2447 26 15 2534 2464 26 59 17 0¢ 02 2]
118 2226 2299 2205 2228 2463 07 02 00 24
119 1282 12 96 1239 1271 1298 01 04 -0.1 a2
120 1667 1627 148) 1356 1674 02 -13 25 07
121 261 Nn77 7179 1420 16 76 22 -18 45 71
Mean = 18.964 19.15 18.35 18.54 19.08 0.28 -0.08 -0.36 0.18
Median ~ 15.57 15,30 1589 15.34 15.74 .06 «0.24 -0.13 -0.10
Standard Deviation = 10.53 10.73 10,96 10.50 1104 2.86 .30 2.75 2,55
Maximum = 46.28 42.95 43.38 43.79 4418 a4 11.83 13.96 10.71
Minimam = 538 483 494 519 541 -9,99 -3.96 -8.75 -5.97
Meair % Change Fraom Baseline Tallies & Percentuges
Month 1 Month 2 Month 4 Month 8 Month { Month 2 Month 4 Month §
13% L3% -19% 0.9% Total 114 114 14 14
Increase Decrease Decrease Increase Increased Vaes 57 52 50 54
Decreased Values 57 62 64 60
No Change 2 a 0 0
Did Not Complete Subjeci#s 7, 51, 58, 81, 83, 85, 113
Increased Vatues 50 009 4561% 43 R6% 4737%
Decreased Values 50 00% 54 3% 56 14% 52 63%
No Change 000% 000% 000% 0.00%

L* values ure a mezsure of the luminosity of the test site The hgher the value, the greater the lightriess of the test site
3* values 2 a measure of the redness of the test site The higher the value, the greater the redness of the test site
b* values are « measure of the yellowness of the test site The higher the valus, the greater the yellowness of the test site
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Table 4
(centinued)

VISIA-CR Ymage Anzlysis Cofor Data - a* Vahues Right Iris

i Tw—

Difference Fram Baseline At :

Subject # Baseline Month § Month 2 Month 4 Month 8 Month 1 Month 2 Menth 4 Month 3
1 133¢ 14,66 1274 13 67 1346 13 06 03 01
2 ~258 -1 67 270 -139 -195 09 01 1o 06
3 -157 -229 -0 90 -220 -161 07 07 06 oo
4 259 330 313 347 372 e7 66 09 11
S5 308 4§28 332 437 387 12 G2 13 03
& 344 335 423 361 365 <Of 0g 02 02
-3 134 263 152 189 182 13 02 06 0é
g -145 -1 44 052 028 -0.51 a0 09 17 09
10 -030 200 -0.38 092 -112 -17 £.6 D6 08
11 248 244 250 346 207 00 o0 10 0.6
12 -208 ~1.12 ~183 201 -172 1.0 03 01 04
13 101 099 195 197 1.65 ¢o 09 1.0 05
1 350 312 361 408 370 08 -03 02 02
15 24t 164 280 2385 288 07 04 o4 0s
16 636 631 6.95 660 635 01 06 02 02
7 982 214 782 o7 10.18 07 20 01 04
18 1223 1M 1033 1t 78 1058 03 19 G4 6
15 B &0 1063 1055 875 971 18 17 90 09
2 062 -2 85 ~3135 215 -t 41 22 27 «15 07
21 897 419 145 05z 311 48 15 -85 58
22 1309 1321 1230 1324 1157 Q] 08 02 0s
23 -076 «132 -1 54 -104 026 08 -0.8 03 a5
24 198 195 202 182 207 00 00 -02 ot
o1 1247 144 220 164 791 -110 ~103 -103 -46
26 -087 -D69 079 -0 67 -0 53 02 01 02 03
2?7 ey 10 50 2% 10 16 1034 04 03 01 03
28 938 697 885 075 895 -24 05 14 06
29 021 0.58 21 20 23 o4 -0.4 18 (]
20 207 245 18 196 229 04 02 01 02
31 155 137 131 152 155 02 02 00 00
32 892 ¥236 1252 1249 1251 34 36 35 36
23 1é6 12.57 1160 1098 1247 c9 D1 -07 08
34 837 641 1609 1014 1100 20 17 18 26
as -126 -261 293 -0 25 -322 -14 =17 10 -20
36 202 10 06 1082 910 1005 10 18 01 10
27 493 378 467 514 465 -11 03 02 03
38 -2 40 -227 29 =226 235 o1 05 91 0o
39 614 6.53 627 673 635 04 01 06 02
40 33) 288 358 378 353 04 03 0s a2
41 389 262 3w 329 176 -11 0z -04 01
42 959 Q70 1091 1159 1088 0i 13 20 13
43 497 587 588 551 565 09 09 05 07
a4 973 029 959 1095 013 (19 0] 12 04
a5 iz2e 050 168 101 193 07 G4 03 06
46 13 8¢ 13 80 1242 1205 1580 ca -E4 -18 20
47 -0 92 -0.35 074 021 043 06 02 0.7 14
48 133 231 159 204 127 0.9 02 07 L1
49 260 903 to o4 83) 979 06 04 08 02
50 03t 059 033 159 07 03 Qo 13 04
52 696 699 856 668 310 00 15 -03 21
53 119 381 439 331 580 26 32 21 46
54 227 236 24 298 284 o1 0t 07 06
S5 248 2172 338 213 339 04 0o 04 09
56 -123 025 -171 -145 -089 15 05 0z 03
57 318 313 130 356 394 01 -14 L] 08
59 321 299 355 7 334 D2 03 0S$ 01
60 408 406 , 4865 381 445 GO 2] 03 0.4
61 8.45 812 176 £ 06 201 -03 07 -04 0s
62 507 525 512 460 438 02 01 05 07
63 1382 12.84 27 1302 1336 0.9 -1 0.3 05
&4 786 819 768 833 808 03 02 05 0.2
65 §.08 786 172 792 830 -02 0.4 0.2 02

66 562 il 6,86 458 520 05 10 14 0.4
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Table 4
(continued)
VISTIA-CR Image Anzlysis Color Data - a* Values Right Iris

Page 100 of 103
Rewvised, 11/3/2023

01- Lash Enhanciag Sernm
67 620 564 647 727 639 08 03 13! 07
68 1018 903 1009 1078 1021 -1l -0 1 06 01
69 13 59 1348 1416 1260 13 59 -1 06 a0 00
70 525 424 447 489 479 -10 08 -04 Q5
71 728 734 816 8io 962 01 09 038 23
72 1030 975 1003 999 1012 06 03 €3 42
73 653 689 706 720 724 04 05 07 07
7 259 2469 247 305 319 01 01 0s 06
75 584 730 639 664 588 is 0.6 08 00
76 663 59 845 937 735 0.7 18 27 07
7 956 970 9.52 336 BO9 ot 0.0 -12 -15
78 329 -045 000 022 -0.26 37 31 =31 <35
7% 854 967 764 976 873 11 09 12 02
20 805 818 821 793 B 69 01 0.2 0t 06
82 847 691 758 740 g 41 -16 09 <11 01
84 216 037 213 270 162 -18 ] 06 05
86 970 687 658 764 826 28 -31 21 -4
87 398 657 655 5389 642 26 28 29 24
88 -125 -146 ~1Li] 046 -105 02 el 17 02
89 1568 1641 1412 16.57 1714 o7 -16 09 15
20 -328 -3 54 -3 16 326 325 03 G a0 0o
91 704 574 6384 698 684 -13 02 01 02
92 1291 1032 1136 1197 1052 26 -18 -09 24
43 ~184 026 009 037 -032 2i 19 15 15
94 8 57 315 12 387 831 -07 24 00 -6
95 301 228 286 472 303 07 02 17 00
26 -155 -155 -123 -2.08 -126 Qo 03 05 03
o7 G30 0138 012 054 063 01 02 02 04
98 139 171 234 2.89 2175 03 09 1S 14
99 359 426 37 376 428 03 43 02 ¢3
100 491 832 735 640 607 34 24 15 12
101 1028 197 1087 10 66 1065 04 06 04 04
02 1646 1589 1727 13 52 1309 08 08 29 25
103 1061 971 964 1047 012 09 -10 -01 05
104 s 989 964 1002 9i4 02 01 a3 -06
105 404 246 077 552 312 -1 6 ~33 15 -09%
106 1221 1115 1228 1322 1249 -11 Q1 ¢ 03
107 787 R 5325 782 553 12 -26 90 23
108 ~03) ~225 -1 58 -17¢ 241 -19 -13 -14 21
108 -0.34 -024 016 193 -114 046 07 28 <03
110 <140 -162 -197 171 -170 Q2 46 03 03
111 1154 802 959 1086 843 35 20 07 31
112 377 459 4722 430 471 038 os a5 09
114 654 566 740 728 794 09 09 07 14
115 842 637 563 6121 730 220 28 22 -1
116 1150 939 1024 1035 943 25 ~117 -135 25
117 009 013 060 018 044 02 07 03 0s
118 952 1192 1097 1016 1118 24 15 06 17
119 1029 1014 10 84 1033 1058 02 03 oe 03
120 £1 3% 979 137 Ti24 10 84 -16 o0 01 05
121 637 683 578 749 714 L] Q6 11 0.8
Mean = 544 521 528 5.58 555 -0.23 -8.16 9.11 0.t
Median ~ 516 s19 515 S.52 559 -0.03 0.04 0.21 0,25
Standard Beviation = 4.81 4.79 4.75% 4.65 477 1.66 170 1.71 1.38
Meximum = 16.46 16.41 17.27 16,57 17.14 345 3.60 3.57 4,61
Minimum = -328 -3.54 -3.38 «3.26 -3.28 ~211.03 -10.27 -10.82 -5.86
Mean % Change From Buascline Talfies & Percentages
Month 1 Month 2 Month 4 Month 8 Month 1 Month 2 Month 4 Month 8
42% -3.0% 1% 2.0% Total 114 114 14 14
|3 D n I Tocreased Values 53 59 69 7%
Decreased Values 61 55 45 36
No Change 0 0 0 [¢]
Did Not Complete Subjectits'7, 51, 58, 81, 83, 85, 133 In¢reased Values 16 49% 51.75% 60 53% ER.4250
Decrensed Values 5251% 4825% 3947 31,58%
No Change 000% 000% 000% 0.00%

1* values are a measure of the kuminusity of the lest site The higher the value, the greater the lightness of the test site
a* vahues are 2 measure of the redness of the test site. The higher the value, the greater the redness of the (est site

b* vahues are 2 moasure of the yellowness of the test site The higher the value, the greater the yellowness of the test site
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Table 4
(comtinued)

VISIA-CR Imsge Analysis Color Data - b* Values Right Iris

0f _Lash Enhaneing Serum

Difference Frons Baseline At :

Subject # Bastkne Month 1 Moath 2 ¥onth 4 Month 8 Month 1 Month 2 Moath 4 Month 8
1 13 40 1989 1783 1875 1872 15 -06 03 ¢3
2 415 451 424 426 493 ¢4 o1 0l 08
3 720 691 597 787 782 -03 -12 07 06
4 198t 1055 2000 19.82 1937 -03 92 (3] 04
H 685 736 600 671 639 05 09 01 01
6 531 507 552 438 500 02 a2 09 -3
8 504 588 61t 627 530 02 01 02 07
g 1424 15¢0 1539 1584 1531 0a 12 16 11
kU 494 561 535 468 546 07 04 43 05
11 499 494 458 635 534 01 -04 1.4 03
12 1358 1186 1128 1206 1209 03 -03 05 es5
13 554 533 544 531 565 02 01 02 01
14 320 719 646 370 513 -10 -17 *25 <31
5 40! 602 629 43¢0 530 20 23 03 13
16 833 798 834 838 8381 04 00 o1 05
17 1832 1746 1633 1835 1861 09 20 0Q 03
18 15719 1493 1098 1405 13 60 -03 42 -Il -16
i3 14 81 1377 1477 13.27 14.61 -10 oo -15 02
20 355 3i0 313 260 245 08 03 -10 -1
21 2217 2056 1897 18 49 2175 -16 32 37 04
22 i519 1494 1436 1540 1559 03 -08 02 04
23 464 376 337 300 579 09 -13 -1é 12
24 487 509 463 479 532 02 02 01 05
25 1606 389 627 452 1075 -122 93 -115 53
26 1239 12.64 410 14 67 1490 02 17 23 25
27 14,61 1422 1982 14 18 16 06 04 02 -04 15
28 1146 1066 1190 1375 1227 08 04 23 08
25 9538 10 49 748 lo.82 894 09 -21 12 -0.6
30 423 395 456 447 432 03 03 02 01
32 454 404 502 475 437 03 05 02 02
32 1496 1736 17 14 1719 1780 24 22 22 28
33 1417 1499 1386 1318 14 88 03 ~03 =10 07
34 1383 1516 1558 1574 1566 12 17 19 I8
35 720 439 445 408 569 26 27 31 -5
36 1182 1242 1243 1199 I139 96 06 02 04
37 610 623 558 614 625 01 03 a0 02
38 661 586 688 729 649 0.7 03 o7 Q01
k] 2196 2142 2092 2220 2232 Q5 -10 02 04
40 540 520 571 in 493 02 03 03 -035
41 559 73t 479 548 509 17 -08 0t 05
42 1343 1355 1611 16.68 1752 01 27 32 41
43 692 642 6.92 678 687 05 00 0.1 00
44 2075 2142 2018 2134 2143 07 06 06 07
[13 528 525 565 6.06 522 00 ca 08 00
46 150§ 1744 1430 14 69 1285 24 -0.8 04 48
a7 67 683 600 674 710 01 08 00 ¢3
48 552 572 57 568 618 02 02 0z 07
49 11 66 10 69 1182 1079 1179 -0 02 -09 01
50 1252 1239 1226 1280 1333 01 -03 03 0
52 10 10 9.63 1085 884 173 05 a7 -13 16
53 1509 1805 1785 1802 1R 76 30 23 29 37
54 5N 52 549 am 526 01 04 03 02
55 6.32 597 498 622 567 04 -3 Q) 05
56 509 484 650 587 557 -02 14 08 05
57 633 656 6.84 695 5387 02 05 L2 £0.5
59 548 5.88 531 578 6.14 0.4 02 03 07
&0 i8.02 1965 1920 1925 19.92 16 12 12 19
61 1075 109 1139 10 59 1091 02 06 02 oz
62 655 605 620 674 698 05 <03 02 04
63 20 14 1923 15 80 1235 2012 09 -13 -0.8 oa
64 1018 10.40 998 1081 9297 | 02 02 06 02
65 1036 930 912 981 995 -1l 12 053 04
66 1507 15.85 16.46 16 87 1516 - 08 14 18 0l

7 83] 807 812 BR85S 850 -02 02 0s 062
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VISIA-CR Tmage Analysis Color Data - b* Values Right Iris

Table 4
(continued)

Page 102 of 103
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68 13 54 1365 1370 14 690 1417 01 02 1t o6
[ 2234 2273 2307 2074 21 85 05 07 -16 08
0 602 649 713 643 648 0.5 1t 04 05
7t 990 1093 13 27 1324 10 20 29 33
72 1235 1228 1229 1135 1305 01 01 40 a7
73 8.70 9,00 B.56 851 907 63 01 02 04
75 49 187 408 439 4389 .11 09 00 01
75 753 929 781 789 810 18 03 04 06
76 1308 1375 1441 163 13 66 07 13 15 08
77 1332 1270 13 6] 1229 1208 06 03 .10 a2
78 589 277 333 348 389 31 ~26 -24 20
79 1891 1520 159¢ 19 5¢ 1848 =27 -29 0é 04
80 972 206 993 827 bl 07 02 -5 035
a2 1017 837 B 64 919 1014 -1.8 -5 -10 00
84 448 601 465 488 574 15 02 04 13
86 1017 843 778 1012 9387 -17 2.4 ¢0 01
87 611 751 743 763 7.70 14 I3 15 16
88 1533 1504 1477 1693 1703 -03 06 16 17
89 2114 2194 2001 2236 2299 08 -11 12 18
<0 599 57 725 618 5N 02 13 02 03
91 812 825 772 8BS 939 (L8] 04 oc t3
82 1988 1814 1692 2017 14 24 -1 7 A0 03 -56
a3 716 395 702 758 B.65 18 01 04 1%
44 2943 2843 245) 2908 2955 -19Q 49 43 al
95 1862 1746 2081 2070 1958 -12 22 21 10
96 037 048 105 088 108 44 02 a0 02
97 366 367 298 369 431 a0 07 00 06
E 17 1170 1313 1299 1269 [ 20 18 15
9 119 1210 1329 1257 1283 12 14 07 09
100 1257 1348 1454 1429 1303 09 20 17 05
101 14 6] 1415 1572 1516 1497 05 11 06 04
102 2059 i930 2157 1316 17 90 -13 10 g4 217
103 1557 1655 16 58 16 §7 & 21 10 10 ic +23
104 13 34 1384 1286 1367 1462 03 05 03 13
108 2325 2001 120 2464 2073 a2 42 14 25
106 1412 1z7n 1397 1586 14 83 -t4 02 17 07
107 996 10 66 9383 984 200 07 01 -0l 20
103 1268 4098 1159 2352 930 37 -11 3t =32
108 14.85 137 1379 1549 1397 -1t -11 06 09
110 1209 1257 1203 1232 1235 as 01 02 03
11 29 14.01 1472 320 1257 11 13 03 0.4
12 739 758 811 717 709 02 67 02 03
114 10 65 1117 212 1197 14 44 1] 15 13 38
115 1243 1214 1818 9136 1034 -3 -13 31 =21
116 1969 1915 1914 1906 1978 05 08 06 0t
117 867 810 811 831 823 06 -06 B D4
118 1967 2111 2083 2113 2228 14 12 15 24
119 1244 1132 1234 1236 1288 =11 01 i3t 04
120 1523 1347 1417 1363 1511 -8 «11 -16 -0t
121 7 64 949 657 1O 75 11.76 19 -11] 31 41
Mean = 11.23 £1.07 1101 11.26 11.50 -0.2 0.2 8.0 03
Median - 18.76 10.66 1106 16.77 1115 -0 -¢.1 0.2 0.3
Standard Deviation = 554 5.54 341 s %68 1.6 1.7 18 L6
Maximym = .43 28.43 24,51 29.08 29.55 3.0 28 3.2 4.8
Minimum = 0.87 0.48 1.08 0.88 108 -12.2 938 -11.5 5.6
Mears % Change From Baseline Tallies & Percentages

Month 1 Month 2 Month 4 Month 8 Month 1 Momth 2 Monih 4 Month 8
-0 8% -12% 01% 14% Total 114 114 14 114
Decrease Decrease Increase Increuse Encreased Values 54 54 70 n
Decreased Values 60 60 44 43
No Change "] 0 0 0

Did Not Complete Subfectils 7, 51, 58, St 83,85, 113

Inereased Values 47 37% 4737% 61 40% 6228%

Decreased Values 52 63% 52 63% 38.60% 37T R2%

No Change 0.00% 000% 000% 000%

L values dre 2 measure of the luminosity of the test sitc The higher the value, the greater the lighmess of the test site
a* values are a measure of the redness of the test site. The highes the value, the greater the redness of the test site
b* values are 2 measure of the yellowness of the test site The higher the value, the greate; the yellowness of the test site
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Table 4
(continued)
e T
Within-Groups Analysis For =
VISIA-CR Image Analysis Color Data - Delta E Value
[ Pre-Test | Normality Brown-Forsythe Friedman ANOVA
[ P-Value | P <0050 Not Required 0001
Pzirwise Comparisons
Difference firom e
Basetine Test Type P-value Significance | Direction (Mean)
Month I Dunn's Method 0.001 Yes Increase
Month 2 Dunn's Method 0.001 Yes Increase
Month 4 Dunn's Method 0.001 Yes Incrzase
Manth 8 Dunn's Method 0.001 Yes Increase
Within-Groups Analysis For ;
VISIA-CR Ipage Analysis Color Data - Delta I Value
PreTest | Normality Brown-Forsythe riedman ANOVA |
P-Value | P <0050 Mot Required 0151 |
Within-Groups Anclysis For :
VISIA-CR Image Analysis Calor Data - Delta A Value
[ PreTest | Nornalidy | Brown-Forsythe | Friedman ANOVA
| P-Value i P <0050 | Not Required | 0001
Pairwige Comparisons
Differeace from A
eline Test Type Povalue Signifieance | Direction (Mean)
Month | Dunn's Method i 000 No Decr
Moanth 2 Dunn's Methad 1 000 No D
Month 4 Dunn's Method 0.004 Yes Increase
Month 8 Dunn's Method 0.001 Yes Tucrease
Within-Groups Analysis For
VISIA-CR Itwge Analysis Color Data - Delta B Value
| Pre-Test Normality Brewn-Forsythe Friedmas ANOVA }
| P-Value P <0050 Not Required 0001 |
Pairwise Comparisons
Diﬁ‘;;eac.e i Test Type P-value Significance | Direction (Mean)
Month 1 Duna's Method 1 000 No Decrease
Month 2 Duna's Method 1 000 No Decrease
Month 4 Dunn's Method 0375 No Increase
Month 8 Dunn's Method 0,003 Yes Increase

* = ANOVA (RM) compares the means across groups (the non-parametric version is Friedman), The null hypothesis 1s all means are equivatent and
the altemative is that the mean of at least ane group differs. If ANOVA is significant further pairwise comparisons can be made, if not then it is
assumed there is no statistically significant difference among the mean (or ranks) and no further testing is done due to risk of type one error. It is
possible that Friedman or RM ANOVA may be significant, but when running post-hoe test may not show any statisticatly significant difference due to
only examining the comparisons to baseline, post-hoc test, small sample size, lack of power, or if there is borderline significance.

* = Dunn's method is a post-hoc test commonly run afler Friedman RM ANOVA. It allows for comparisons between a control group, and 1t is a robust,
non-parametric test that adjusts for multiple comparisons.

AE 15 ameaswre of tofal color change of the test site from baseline The larger the value, the greater the change 1n color. AF does not provide the drrectien, or
mdividual camponent of the change Subsequently, the mdividual changes n the L * a* b? values from baselme are evaluated

L* values are a measure of the Iiminosity of the test site The higher the valus, the greater the hghtness of the test site

a¥ values arc ameaswre of the redness of the test sste The higher tho value, the greater the redness of the test sito

b* values are @ measure of the yellowness of the test site. The higher the value, the greater the yeliowness of the test site.

Summary:

For subjects MM Lash Enhancing Serum, there was an overall increase i AE values of the right eyée indicating an increase in color change
from baseline at IS evahmting the indvidual L* a* b* vahues, there were no statistically signficant diffe m acuiar pig from
baseline when looking at the change m L* When evaluating the a* value of the test site on the right side comparad to baseline, there was a significant difference
at month 4 and month 8 These changes rep a in red at month 4 and an merzase m redness at month 8 There 15 alsa a sianstically significant
merease at month 8 wien cotnpared to baseline for the b* value, mdicatmg more yellowang of the test sute

Consumer Product Testing Companv. Inc.. 70 New Dutch Lane. Fairfield. New Jersev 07004
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Commitment & Credibility since 1976

Memorandum
To: Expert Panel for Cosmetic Ingredient Safety Members and Liaisons
From: Priya Cherian, MS, Senior Scientific Analyst/Writer, CIR
Date: November 20, 2023
Subject: Wave 2 — Data on Hydrolyzed Saccharomyces Cell Wall

Data were received on Hydrolyzed Saccharomyces Cell Wall derived from Saccharomyces pastrianus

(data_Yeast wave? 122023). These data include manufacturing process information, composition/impurities data, an in
vitro dermal irritation assay, an in vitro ocular irritation assay, an in vitro dermal sensitization assay, a 24-h occlusive
human patch test, and an HRIPT. It should be noted that according to this data, Hydrolyzed Saccharomyces Cell Wall may
be derived from Saccharomyces cerevisiae, Saccharomyces bayanus, or Saccharomyces pastorianus.

In addition, comments on the Draft Tentative report have been received from Council. These comments may be found
herein as PCPCcomments_Yeast Wave2 122023.

1620 L St NW, Suite 1200, Washington, DC 20036
(Main) 202-331-0651
(email) cirinfo@cir-safety.org (website) www.cir-safety.org



mailto:cirinfo@cir-safety.org
http://www.cir-safety.org/
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Personal Care @ Products Council

' Committed to Safety,

Quality & Innovation
Memorandum

TO: Bart Heldreth, Ph.D.
Executive Director - Cosmetic Ingredient Review

FROM: Alexandra Kowcz, MS, MBA
Industry Liaison to the CIR Expert Panel

DATE: November 16, 2023

SUBJECT: Draft Tentative Report: Safety Assessment of Yeast-Derived Ingredients as Used
in Cosmetics (draft prepared for the December 2023 meeting)

The Personal Care Products Council respectfully submits the following comments on the draft
tentative report, Safety Assessment of Yeast-Derived Ingredients as Used in Cosmetics.

Key Issues
Although mentioned in the Draft Discussion, if it is correct, it would be helpful to state in the

Introduction that this report assesses the safety ingredients made from yeast used in cosmetic
products and not live yeast cells.

When a test material is used in a study as provided, the CIR report should not state “test
concentration not stated”. In many cases the report will say the test material is x. This means
that x was tested undiluted, or as provided. In this report, Galactomyces Ferment Filtrate was
tested in a number of studies (specific examples noted below) as it was provided. It should state
“tested as provided” or “tested undiluted” not “test concentration not stated”.

Additional Considerations

Memo — In the memo, it would also have been helpful to include a list of ingredients with food
use for the species and no sensitization data on any of the ingredients made from that species,
and which ingredients have sensitization data but no information on food use.

Abbreviations — “9-aminoadridine” should be “9-aminoacridine”; “1-ethyl-2-nitro-3-
nitrosguanidine” — “nitrosguanidine” should either be “nitroguanidine” or “nitrosoguanidine”;
“Tmax” is usually “time to maximum blood concentration” not “maximum blood perfusion”

It is confusing when multiple abbreviations have the same definitions. The cell lines should be
defined more specifically for example:
Caco-2 — human colon epithelial cells from a male with colorectal adenocarcinoma
(current definition adenocarcinoma of the colon)
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DLD1 — human colorectal adenocarcinoma cell line (current definition adenocarcinoma
of the colon)

HCT116 — human colorectal carcinoma cell line (current definition adenocarcinoma of
the colon)

MCF-7 — human breast cancer cell line with estrogen, progesterone and glucocorticoid
receptors (current definition human metastatic breast cancer cell line)

ZR-75-1 — mammary gland epithelial cell line from a female with ductal carcinoma
(current definition human metastatic breast cancer cell line)

Acute — As the cosmetic ingredients are not live yeast cells, are the acute studies of live yeast
cells relevant to this report (references 41 and 42)?

Dermal Irritation and Sensitization — More details of the completed studies should be included in
the text. For example, it should be made clear which studies are single insult patch tests
compared to multiple patches. The study on Galactomyces Ferment Filtrate (tested as supplied
[should not say test concentration not stated]) was a 40-day study (reference 70).

Since the in chemico/in vitro sensitization assays assess different endpoints in the sensitization
adverse outcome pathway, it should be made clear in the text which ingredients were tested in
which assays.

The number of subjects tested in the HRIPTs should be stated in the text.

It should be stated that Galactomyces Ferment Filtrate was tested as supplied in the phototoxicity
(rabbits reference 88) and photosensitization (guinea pigs reference 87) tests. The number of
animals used in the photo tests should be stated in the text.

Ocular Irritation — Galactomyces Ferment Filtrate was tested as supplied in the rabbit eye
irritation test.

Summary — The Summary should make it clear that HSCAS was a 10% solution. Please correct
“mice s using”

Since they assess different endpoints, the in chemico and in vitro sensitization assays should be
named.

Table 8 — If an isolated product of fermentation is used in food (rather than the yeast itself), it
should be presented in the Other Non-Cosmetic Uses column rather than the Food Use/Presence
column. For example, Pepsin and Myoglobin produced by Pichia pastoris should be moved to
the other column. It would be helpful to indicate that Bos taurus is cattle.

21CFR173.165 does not use the term GRAS for Yarrowia lipolytica. 1t says that it can be safely
used as an organism to produce citric acid which conforms to specifications in the Food
Chemical Codex.

Table 10, Oral — “10 HSCAS” should be corrected to “10% HSCAS”
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Safety test results of the cosmetic ingredient
"Hydrolyzed Saccharomyces Cell Wall" on skin.

Vitamin C60 BioResearch Corporation
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Introduction

We, Vitamin C60 BioResearch corporation, have been manufacturing and providing
cosmetic ingredients named "Yeast Veil" since May 2023.

“Yeast Veil” is a cosmetic ingredient that consists of the yeast cell wall, which originates
from brewer's yeast (Saccharomyces pastrianus) and is approved as a food additive in
Japan (Appendix 1), added with alcohol, preservatives, and water for antiseptic purposes.

The INCI name "Hydrolyzed Saccharomyces Cell Wall" contained in this product (Yeast Veil)
is equivalent to Yeast Cell Wall, approved as a food additive in Japan.(Appendix 2,3 )

This report summarizes the skin safety tests conducted on "Yeast Veil" for use as a
cosmetic ingredient.

Starting material
Beer Yeast (Saccharomyces pastrianus)

* Enzyme treatment
- Acid treatment » Remove supernatant
- Neutralization

Yeast Cell wall :
INCI Name : Hydrolyzed Saccharomyces Cell Wall

Add the following ingredients as preservatives
* Alcohol Denat. / Phenoxyethanol / Lactic Acid
- Water

Product :
Trade Name: Yeast Veil

Fig. 1 Outline of Manufacturing Process
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Summary of Safety Evaluation

Since this product, Hydrolyzed Saccharomyces Cell Wall (yeast cell wall), has been
approved as a food additive in Japan, we believe its oral safety is assured.Therefore, we
conducted a safety study for the external application of the product as a cosmetic ingredient.

In vitro skin irritation test using three-dimensional skin was conducted with Yeast Veil
undiluted solution and determined to be "non-irritant".Considering the possibility that
yeast-veil-containing cosmetics may be used around the eyes (eye area), an in vitro eye
irritation test was conducted using an undiluted yeast-veil solution, and the results were
classified as "non-irritant.A single human patch test was conducted using Yeast Veil's
undiluted solution, with negative results in all subjects.Based on these results, it was
concluded that Yeast Veil undiluted solution does not cause skin irritation.

Since cosmetics are used for an extended period, sensitization by yeast cell walls was a
concern, and in vitro sensitization tests and RIPT were conducted./n vitro, sensitization
testing was performed on KeratinoSens®, tested by OECD Key event-based test guideline
442D, and determined to be "negative.Moreover, RIPT results on human subjects showed
no cumulative irritation or sensitization.

Based on these results, we concluded that Yeast Veil, which contains about 8% of the
hydrolyzed Saccharomyces Cell Wall, is safe for use in cosmetic ingredients.

Table 1 List of Safety Test Results

Test title Sample Results Appendix No.*
in vitro skin irritation test Yeast Veil (as is) non-irritation 4
in vitro eye irritation test Yeast Veil (as is) non-irritation 5
in vitro skin sensitization test Yeast Veil (as is) Negative 6

KeratinoSens®

Human patch test Yeast Veil (as is) non-irritation 7
RIPT Yeast Veil non-irritation 8
(Repeated Insult Patch Test) (20% water solution) No sensitization

* Since the original report is in Japanese, English translations and edited figures and tables are attached for important data.
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Appendix 1 : Definition of Yeast Cell Wall on JSFA

Database of Japan's Standards and
Specifications for Food Additives

D. MONOGRAPHS : Detail

Code FA_code: FA023300 T_code: E_code: E00135

Name = Yeast Cell Wall
Japanese name E%E%H}E’EEE

Class: existing Preparation / Source: gentai

Definition = Yeast Cell Wall is obtained from the yeast Saccharomyces cerevisiae, Saccharomyces bayanus, or Saccharomyces
pastorianus and consists mainly of polysaccharides.

Description = Yeast Cell Wall occurs as a whitish to brownish-red powder or suspension having a slight, characteristic odor.

Identification = 1) If the sample is a powder, prepare a suspension by magnetically stirring 1 g of it with 100 mL of water at a
high speed. If the sample is a suspension, use as is for testing. Examine the suspension sample with a 200-400
power microscope. Egg-shaped or flat single cells with a long axis diameter of 1 to 12 pm or their fragments, are
observed.

2) To 1 g of a powder sample or a previously dried suspension sample, add 50 mL of phosphate buffer (pH 6.8),
magnetically stir at a high speed, and allow to stand for 30 minutes. It swells.

Purity = 1) Lead Not more than 2 pg/g as Pb (2.0 g of a powder sample or previously dried suspension sample, Method
1, Control Solution: Lead Standard Solution 4.0 mL, Flame Method).

2) Arsenic Not more than 1.5 ug/g as As (1.0 g of a powder sample or previously dried suspension sample,
Method 3, Standard Color: Arsenic Standard Solution 3.0 mL, Apparatus B).

3) Total nitrogen Not more than 5.6% (on the dried basis, about 1.0 g, Semi-micro Kjeldahl Method).

4) Starch To 1.0 g of a powder sample or previously dried suspension sample, add 1 drop of iodine TS, and
examine microscopically. Little or no blackish-purple stained particles are observed.

Loss on drying = Powder sample: Not more than 8.0% (120%C, 2 hours).
Suspension sample: Not more than 92.0% (120°C, 2 hours).

Ash ~ Not more than 10.0% (1.0 g of a powder sample or previously dried suspension sample).

Microbial limits = Proceed as directed in the Microbial Limit Tests (excluding the Method Suitability Test).
Total plate count: Not more than 5000 per gram.
Yeasts and molds: Not more than 500 per gram.
Escherichia coli : Negative per test.
Salmonella: Negative per test.
Sample Fluid Prepare as directed in Method 1 for total plate count and the enumeration of yeasts and molds.
Pre-enrichment Culture Prepare as directed in Method 1, respectively, for the Escherichia coli test and the
Salmonella test.

Memo 1 iTIE@181203 (FE4£EEF1130565)

<Definition of the Japan’s Specifications and Standards for Food Additives (JSFA)>

"Yeast cell wall" based on the definition of "9th edition of the Japan’s Specifications and Standards for Food
Additives (JSFA)" is; [Yeast cell wall is obtained from the yeast Saccharomyces cerevisiae, Saccharomyces
bayanus, or Saccharomyces pastorianus and consists mainly of polysaccharides.]

In addition, "the 9th edition of the JSFA MannualManual explains as the following;

[Yeast cell wall is obtained as an insoluble fraction by enzymatically treating common beer yeast and baker’s
yeast and separating and removing solubilized components. Further processing of the insoluble fraction also
corresponds to this.]
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Product name :

Company name :

The ingredient list

Vitamin Cé0 BicResearch

Composition

Yeast Veil®

Corporgation

Vitamin C60 BioResearch Corporation

Document No. VC0092QC
Creation date : August 9, 2023

No. INCI US INCI EU CAS # Chemical Name %
Hydrolyzed Hydrolyzed
! Saccharomyces Cell Wall| Saccharomyces Cell Wall 68876-77-7 Yeast Cell Wall 8.0-10.0
2 Water Aqua 7732-18-5 Water Residue
3 Phenoxyethanol Phenoxyethanol 122-99-6 Phenoxyethanol 0.5
4 Lactic Acid Lactic Acid 79-33-4 Lactic Acid 0.16 -0.22
Alcohol 4.0
5 Alcohol Denat. Alcohol Denat. 64-17-5
Fragrance < 0.1

Total : 100




Distributed for Comment Only -- Do Not Cite or Quote

Appendix 3 : TDS of Yeast Veil®

Natural yeast moisture veil for
anti-aging and luxurious texture

Yeast Vell

World's first cosmetic ingredient made of yeast cell walls
Velvety skin feel and wrinkle reduction
Natural, Sustainable, UPCYCLE

Yeast Veil is the world's first yeast cell wall cosmetic ingredient that utilizes yeast owned by Mitsubishi Corpora-
tion Life Sciences. Nutritious yeast, obtained as a byproduct of the food manufacturing process, is upcycled
using proprietary processing and extraction technologies. Only the yeast cell walls, which are mainly composed
of polysaccharides, are extracted and manufactured.

The highly processed yeast cell walls line up evenly on the skin without gaps, forming a moisture veil that is
like a second skin. This moisture veil has a unigue moisturizing effect that both inhibits moisture evaporation
and replenishes moisture, and clinical tests have shown that it has an excellent wrinkle-reduction effect.
Try the effect of "Yeast Veil", which imparts a silky, elegant, luxurious texture.

Vitamin Cé60 BioResearch Corporation
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Product Information

INCI

Characteristics

Shelf Life / Storage Conditions
Packaging

Recommended dosage

NMPA

Benefits

Formulation Advices

Yeast Polysaccharides, Alcohol Denat., Phenoxyethanol, Lactic Acid, Water
Slurry

18 months if stored at 25°C

3kg

3%

Be ready soon

Wrinkle-reduction, Moisturizing, Improve skin texture

Mix before use as yeast cell walls are insoluble in water.
Note when formulating preservative system as 0.5% Phenoxyethanol is contained.
For more information, please see the formulation guidelines.

Manufacturing Process and Upcycling

fermentation tank Yeast cell wall Adhesion enhanced
—— (yeast without compound) Yeast cell walls
- I
‘ Yeast after acid treatment
. id tr n
brewing enzfi®
J - trgéitment
Shipped as beer
Forming Moisture Veil.
Yeast cell walls bond to each other
with tangling up its uneven fluff.
dispasal
- ’ What is upcycling?
L The act of taking something ne longer in use
Beer manufacturing After brewing, & ond giving it a second life and new function.
by a fermentation of the yeast the yeast is disposed.
Wrinkle improvement (VISIA:(Unit: pcs.)) 55 yrs old woman
140 before 4 weeks
130 22% down

120

90
80
70

60
before

Skin Moisture Content

70
65
60

45
40
35

30
before

" I\I

. W

4 weeks

52 yrs old woman
before 4 weeks

: I/I h%b

/ /

4 weeks

Vitamin C60 BioResearch Corporation

Nihonbashi-dori 2-chome Bldg. 4F, 2-2-6 Nihonbashi, Chuo-ku,
Tokyo 103-0027, Japan TEL: +81-3-3517-3252 FAX: +81-3-3517-3260

e-mail:info@vc60.com

The information contained in this brochure is, to the best of our knowledge, correct at the time of publication.
The brochure is not intended to provide legal advice or to offer a warranty of non-infringement of any patents
to any persons and information contained herein should be checked with qualified legal personnel in order to
determine specific recommendations in each particular product formulation and application.

2023.07
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Appendix 4 : in vitro skin irritation test

Study institution: CERI (Chemicals Evaluation and Research Institute, Japan)
Guideline : OECD Guidelines for Testing of Chemicals, No.439
Sample Name:VC60-YW (Yeast Veil)

Conclusion:

In vitro skin irritation was evaluated using LabCyte EPI-MODEL24 SIT, and the average cell
viability of the sample group was 94.1%.

Therefore, under the conditions of this study, this product was determined to be "non-irritant"
(not classified under UN GHS).

Results of Skin Irritation Test
Il viabilit
Culture Measurements cenviabiity
Treatment Cups (%) Juc}gme_nt gf
No. Skin Irritation
Mean Mean SD Value
1 0.927 100.4
Negative control 2 0.918 0.923 99.5 100.0 0.5
(water)
3 0.923 100.0
1 0.009 1.0
Positive control
(5w/v% SDS Sol.) 2 0024 0016 2.6 1.7 0.8
3 0.016 17
1 0.832 90.1
Sample .
{VCG%-YW} 2 0.882 0.869 95.6 94.1 3.5 Non-irritation
Yeast Veil (as is) 3 0.893 96,7
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Appendix 5 : in vitro eye irritation test

Study institution: CERI (Chemicals Evaluation and Research Institute, Japan)
Guideline : OECD Guidelines for the Testing of Chemicals, No. 492
Sample Name:VC60-YW (Yeast Veil)

Conclusion:
In vitro eye irritation was evaluated using LaboCyte CORNEA-MODEL24 EIT, and the mean
cell viability of the sample group was 102.4%.

Therefore, under the conditions of this study, this product was determined to be "non-irritant"
(not classified under UN GHS).

Results of Eye Irritation Test

cell viability
Culture Measurements (%) Judgment of
Treatment EUDS i Eye Irritation
0.
Adjustment value ~ Mean Mean  SD Value
1 1.197 105.0
Negative control
(DF%BS(—)) 2 1.103 1.140 96.8 100.0 4.4
3 1.121 98.3
1 0.026 23
Positive control
(Ethanol) 2 0.012 0.031 1.1 2.7 1.9
3 0.056 4.9
1 1.235 1.237 108.5
Sample Non-irritati
(VC60-YW) 2 1.156 1.158 1.167 101.6 102.4 5.7 on-irritation
=Yeast Veil (as is) 3 1.105 1.107 97.1

10
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Appendix 6 : in vitro skin sensitization test KeratinoSens®

Study institution: CERI (Chemicals Evaluation and Research Institute, Japan)
Guideline : Key Event Based Test Guideline 442D
Sample Name:VC60-YW (Yeast Veil)

Conclusion:

The test substance was exposed to the cells for 48 hours, and the luciferase gene's
expression induction was measured. A total of 12 doses were designed with a maximum
dose of 400 ug/mL, considered the upper limit in the test method, and diluted at an equal
ratio of 2. In addition, this study was conducted twice.

The results showed that both experiments showed that the maximum induction factor (Imax)
of luciferase activity in the test substance group was less than 1.5.

Therefore, under this test's conditions, the product's skin sensitizing potential was judged to
be "negative”.

1 — —
Material Dose (pgfmL) Examination 1 | Exam”.lahon 2 | Final
) Induction factor [§ Cell viability(%) Induction factor § Cell viability(%) Value
0.195 0.961 101.41 0.890 103.47 "
0.391 1.017 105.47 0.925 107.84 e
0.781 0.906 99.54 0.975 107.56
1.56 0.963 102.86 0.951 111.98 _—
3.13 0.986 99.04 0.960 117.77 o
625 0.934 98.15 0.970 114.88 P
12.5 0,924 97.17 0.947 110.60 o
Test 25.0 ) —
Lot e 1.016 99.52 0.919 113.48 —
—VYeast Veil (as is) 50.0 1.091 97.57 1.131 104.18 —
100 1.000 94.43 1.006 101.32 o
200 1.049 84.37 0.984 95.92 _—
400 1.156 * 78.62 1,189 * 84.32 e
1.156 1.189 1173
ECi s (jlgfh'lil) - - >
ICso (pg/mL) - - -
ICs0 (ug/mL) -
Examination 1 Examination 2 —
Material Dose (M) L ) ) i 1 —
Inc_j_qctlop_falctor Cell viability(%) Induction factor | Cell viability(%) B —
4.00 1233 * 99.66 1.224 101.25 e
8.00 1.231 * 105.40 1.211 108.25 _—
Positive 16.0 1.563 * 101.56 1.400 * 109.24 o
control * = —
Cinnamicaldehyde &0 Z006 o ki 0.7 = <ol
64.0 4.804 103.09 2.395 * 115.49 _—
Lax 4,894 2.395 3.644
ECis (uM) 14,47 19.45 16.78
Negative Cogffi_cientof
control | e e 3952 5,040
1 (%. n=18 well)

11
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Appendix 7 : 24-hour occlusive human patch test

Study institution: SOUKEN Co., Ltd (Tokyo,Japan)
Sample Name: Despersion of yeast cell wall (Yeast Veil)
Subjects: 20 Japanese (10 males, 10 females)

Conclusion:

Samples were applied to subjects with 24-hour occlusion. After 60 minutes and 24 hours of
sample removal, the results were judged by a physician to be negative in all subjects, and
the product was classified as a "safe product”.

Table 1: Acceptance criteria for the patch test

Response Criteria in Japan Score
No reaction Negative (-) 0
Very slight erythema Weakly positive (£ 0.5
Well defined erythema Positive (+) 1.0
Erythema with swelling ,papule Strongly Positive (++) 20
Erythema with swelling ,papule, small blisters Strongly Positive (+++) 3.0
Large Blisters Strongly Positive (++++) 4.0

Table 2: Classification of cosmetics by skin irritation index

Skin irritation index Classification

Not more than 5.0 Safe product

5.0~15.0 Acceptable product

15.0~30.0 Product requiring improvement
Not less than 30.0 Dangerous product

12
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Table 3: Results of patch test

Results of patch test

n=20

Removed after Removed after
Sample Name Judgment 60min. 24hrs.

Number of subjects

I
Dispersion of B 1 (+) n =
yeast cell wall QB () 0 5
Yeast Veil (as is) S 0 0
(++) 0 0
(—) 20 20
(&) 0 0
Saline solution (+) 0 0
(+H) 0 0
Cikt) 0 0
(+H++) 0 0
20 20
(+) 0 0
. (+) 0 0
white petrolatum ) - ;
(++) 0 0
(++) 0 0
= ﬁir[i' Hi >
Results

Skin irritation index Classification

¥

#% 5% 5 Sample Name | FZ & il 35 %4 AFAh

B £} A i B 45 ik 0.0 - ST
Dispersion of yeast cell wall Safe product
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Appendix 8 : Repeated Insult Patch Test (RIPT)

Study institution : SOUKEN Co., Ltd (Tokyo,Japan)
Sample : 20% VC60-YW Solution (20% Yeast Veil / Water)
Subjects : 50 Japanese (25 male, 25 female)

Conclusion :

- 1st observation period: The patch was applied thrice weekly for three consecutive weeks.
The patch was removed 24 hours after it was applied. Skin irritation was observed 24 and 48
hours after sample removal.

*Rest period: 2 weeks

-2nd observation period: A patch was applied to the same area as the first observation
period, and 24 hours after the patch was applied, the patch was removed, and a judgment
was made 60 minutes later. The judgment was also made 24 hours after the patch was
removed.

As a result, the physician's evaluation concluded that this product does not cause
cumulative irritation or sensitization to the skin.

Table 1: Schedule of the study

Schedule Assesments Sign informed |physician's |Product application
consent judgment Product removal

Day 1 Monday Before application O - @)

Day 3 Wednesday 24hr.after removal - O @)

Day 5 Friday 24hr.after removal - O O

Day 8 Monday 48hr.after removal - O O

Day 10 Wednesday 24hr.after removal - O @)

Day 12 Friday 24hr.after removal - O O

Day 15 Monday 48hr.after removal - O O

Day 17 Wednesday 24hr.after removal - O O

Day 19 Friday 24hr.after removal - O @)

Day 22 Monday 48hr.after removal - O -

Rest period : 2 Weeks

Day 36 Monday Before application - - O

Day 37 Wednesday 60 min. after removal |- O -

Day 38 Friday 24hr.after removal - O -

14
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Table 2 : Acceptance criteria for the patch test

Response Criteria in Japan

No reaction Negative (-)

Very slight erythema Weakly positive (1)
Well defined erythema Positive (+)
Erythema with swelling ,papule Strongly Positive  (++)
Erythema with swelling ,papule, small blisters Strongly Positive (+++)
Large Blisters Strongly Positive (++++)

Tabel 3 : Judgment

On day 3, 50 subjects were negative (-), 0 were weakly positive (), 0 were positive (+), 0 were strongly
positive (++), 0 were strongly positive (+++), 0 were strongly positive (++++).

On day 5, 50 subjects were negative (-), 0 were weakly positive (+), 0 were positive (+), 0 were strongly
positive (++), 0 were strongly positive (+++), 0 were strongly positive (++++).

On day 8, 50 subjects were negative (-), 0 were weakly positive (+), 0 were positive (+), 0 were strongly
positive (++), 0 were strongly positive (+++), 0 were strongly positive (++++).

On day 10, 50 subjects were negative (-), 0 were weakly positive (z), 0 were positive (+), 0 were strongly
positive (++), 0 were strongly positive (+++), 0 were strongly positive (++++).

On day 12, 50 subjects were negative (-), 0 were weakly positive (z), 0 were positive (+), 0 were strongly
positive (++), 0 were strongly positive (+++), 0 were strongly positive (++++).

On day 15, 50 subjects were negative (-), 0 were weakly positive (), 0 were positive (+), 0 were strongly
positive (++), 0 were strongly positive (+++), 0 were strongly positive (++++).

On day 17, 50 subjects were negative (-), 0 were weakly positive (), 0 were positive (+), 0 were strongly
positive (++), 0 were strongly positive (+++), 0 were strongly positive (++++).

On day 19, 50 subjects were negative (-), 0 were weakly positive (z), 0 were positive (+), 0 were strongly
positive (++), 0 were strongly positive (+++), 0 were strongly positive (++++).

On day 22, 50 subjects were negative (-), 0 were weakly positive (), 0 were positive (+), 0 were strongly
positive (++), 0 were strongly positive (+++), 0 were strongly positive (++++).

On day 37, 60 min. after removal,

50 subjects were negative (-), 0 were weakly positive (t), 0 were positive (+), 0 were strongly positive (++), 0
were strongly positive (+++), 0 were strongly positive (++++).
On day 38, 24 hrs. after removal,

50 subjects were negative (-), 0 were weakly positive (t), 0 were positive (+), 0 were strongly positive (++), 0
were strongly positive (+++), 0 were strongly positive (++++).

Fig 1 : Conclusions by Physicians

ABEEICTR U RR 2T oA R . 5540 a8 25 180 = 13 R i~ o0 BRI
H)‘X (N.i.i. luf H:- X7 .}: W& HJH‘;F L :{_

Based on the studies described in this report, it was determined that_ and dispersionof LL_E
yeast cell wall have no cumulative irritation or sensitization potential to the skin.

PRBRFCIEEERT : /™
Chief Study Physician
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