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Figure S1. Chromatograms of M. Indica Peels and Kernel extract



Wrinkles

Figure S2. Wrinkle on cheeks of 4 different volunteers. Image was taken by Visio
scope attached.



Pores size

Figure S3. Pores size on of 4 different volunteers. Image was taken by Visio scope
attached.



Table S1. Statistical analysis of formulations pH

Dunnett's Multiple Comparisons Mean 95.00% CI  Significant? Summary Adjusted p
Test Diff. of diff. Value

8°C

1M vs. 2M -0.2100  -0.5408 to No ns 0.2521
0.1208

1M vs. 3M -0.1600  -0.4908 to No ns 0.4288
0.1708

25°C

1M vs. 2M -0.3100  -0.6408 to No ns 0.0680
0.02079

1M vs. 3M -0.1600  -0.4908 to No ns 0.4288
0.1708

40°C

1M vs. 2M -0.2400  -0.5708 to No ns 0.1756
0.09079

1M vs. 3M -0.1500  -0.4808 to No ns 0.4712
0.1808

40°C +75% RH

1M vs. 2M 0.2200  -0.1108 to No ns 0.2242
0.5508

1M vs. 3M 0.1600  -0.1708 to No ns 0.4288

0.4908




Dunnett's multiple comparisons test Mean 95.00% CI Significant? Summary  Adjusted
Diff. of diff. P Value
1M
8°C vs. 25°C 0.3100 -0.04294 to No ns 0.0937
0.6629
8°C vs. 40°C -0.05000  -0.4029 to No ns 0.9702
0.3029
8°C vs. 40°C + 75% RH -0.5000 -0.8529 to - Yes * 0.0045
0.1471
2M
8°C vs. 25°C 0.2100  -0.1429 to No ns 0.3307
0.5629
8°C vs. 40°C -0.08000  -0.4329 to No ns 0.8947
0.2729
8°C vs. 40°C + 75% RH -0.07000  -0.4229 to No ns 0.9253
0.2829
3M
8°C vs. 25°C 0.3100 -0.04294 to No ns 0.0937
0.6629
8°C vs. 40°C -0.04000  -0.3929 to No ns 0.9841
0.3129
8°C vs. 40°C + 75% RH -0.1800  -0.5329 to No ns 0.4498

0.1729




Table S2. Cytotoxicity study on HaCaT cells

Bonferroni's multiple comparisons Mean 95.00% CI Significant? Summary  Adjusted
test Diff. of diff. P Value
M-Ext - M-NLC
0 0.000 -6.258 to No ns >0.9999
6.258
1 -0.5000 -6.758 to No ns >0.9999
5.758
10 -7.100  -13.36 to - Yes * 0.0188
0.8419
20 -6.400  -12.66 to - Yes * 0.0425
0.1419
50 -7.700  -13.96 to - Yes ** 0.0092
1.442
100 -10.60  -16.86 to - Yes e 0.0002
4.342
250 -9.900 -16.16to - Yes o 0.0006
3.642
Table S3. Cytotoxicity study on Fibroblast cells
Bonferroni's multiple comparisons Mean 95.00% CI Significant? Summary  Adjusted
test Diff. of diff. P Value
M-Ext - M-NLC
0 0.000 -5.904 to No ns >0.9999
5.904
1 -2.100 -8.004 to No ns >0.9999
3.804
10 -3.000 -8.904 to No ns >0.9999
2.904
20 -7.100  -13.00 to - Yes * 0.0113
1.196
50 -9.700  -15.60 to - Yes o 0.0004
3.796
100 -9.000 -14.90 to - Yes o 0.0009
3.096
250 -9.700  -15.60 to - Yes o 0.0004

3.796




Table S4. Statistical analysis of permeation studies

Bonferroni's multiple comparisons Mean 95.00% CI Significant? Summary  Adjusted
test Diff. of diff. P Value
M-Ext - M-NLC
1 -0.1000 -0.1378 to - Yes ek <0.0001
0.06220
2 -0.1100 -0.1478 to - Yes ek <0.0001
0.07220
3 -0.1500 -0.1878 to - Yes ek <0.0001
0.1122
6 -0.1800 -0.2178 to - Yes A <0.0001
0.1422
Table S5. Statistical analysis of Erythema
Mean  95.00% CI of Adjusted P
Dunnett's multiple comparisons test Diff. diff. Significant? Summary Value
B-NLC-E
M1 vs. M2 0.8600 0.5186 to 1.201 Yes i <0.0001
M1 vs. M3 0.7300 0.3886 to 1.071 Yes ek <0.0001
M-NLC-E
M1 vs. M2 5300  4.959 to 5.641 Yes ek <0.0001
M1 vs. M3 12.55  12.21t012.89 Yes ok <0.0001
Table S6. Statistical analysis of Skin melanin level
Mean 95.00% CI of Adjusted P
Dunnett's multiple comparisons test Diff. diff. Significant? Summary Value
B-NLC-E
1M vs. 2M -0.2300-0.3282 to -0.1318 Yes ek <0.0001
1M vs. 3M -0.5600-0.6582 to -0.4618 Yes ek <0.0001
M-NLC-E
1M vs. 2M 1.900  1.802 to 1.998 Yes ek <0.0001
1M vs. 3M 11.64 1154 to 11.74 Yes ek <0.0001




Table S7. Statistical analysis of TEWL index

Dunnett's multiple

comparisons test Mean Diff. ~ 95.00% CI of diff. Significant? Summary Adjusted P Value
B-NLC-E

1M vs. 2M 0.3800 0.1827 to 0.5773 Yes ok 0.0001
1M vs. 3M 0.5300 0.3327 to 0.7273 Yes e <0.0001
M-NLC-E

1M vs. 2M 1.210 1.013 to 1.407 Yes i <0.0001
1M vs. 3M 12.92 12.72 t0 13.12 Yes okt <0.0001

Table S8. Statistical analysis of Moisture level

Mean 95.00% CI of Adjusted P
Dunnett's multiple comparisons test Diff. diff. Significant? Summary Value
B-NLC-E
1M vs. 2M -0.6200-0.8343 to -0.4057 Yes e <0.0001
1M vs. 3M -1.730  -1.944 to -1.516 Yes ek <0.0001
M-NLC-E
1M vs. 2M -1.290 -1.504 to -1.076 Yes ek <0.0001
1M vs. 3M -4.650 -4.864 to -4.436 Yes o <0.0001
Table S9. Statistical analysis of Sebum level

Mean  95.00% CI of Adjusted P
Dunnett's multiple comparisons test Diff. diff. Significant? Summary Value
B-NLC-E
M1 vs. M2 2.460  2.328 to 2.592 Yes ek <0.0001
M1 vs. M3 0.7900 0.6579 to 0.9221 Yes ek <0.0001
M-NLC-E
M1 vs. M2 3.660  3.528 to 3.792 Yes ek <0.0001
M1 vs. M3 18.29  18.16 to 18.42 Yes e <0.0001




Table S10. Statistical analysis of elasticity of skin

Mean 95.00% CI of Adjusted P
Dunnett's multiple comparisons test Diff. diff. Significant? Summary Value
B-NLC-E
1M vs. 2M 1.720  1.531 to 1.909 Yes Hidad <0.0001
1M vs. 3M 0.23000.04137 to 0.4186 Yes * 0.0144
M-NLC-E
1M vs. 2M -3.150 -3.339 to -2.961 Yes Ridad <0.0001
1M vs. 3M -13.12  -13.31t0-12.93 Yes Rddd <0.0001
Table S11. Statistical analysis of Wrinkles

Mean  95.00% CI of Adjusted P

Dunnett's multiple comparisons test Diff. diff. Significant? Summary Value
B-NLC-E
1M vs. 2M -3.600 -3.756 to -3.444 Yes i <0.0001
1M vs. 3M -9.650 -9.806 to -9.494 Yes iidd <0.0001
M-NLC-E
1M vs. 2M 0.5900 0.4343 to 0.7457 Yes Widad <0.0001
1M vs. 3M 10.61  10.45to0 10.77 Yes Riddd <0.0001
Table S12. Statistical analysis of pH of the skin

Mean Adjusted P
Dunnett's multiple comparisons test Diff. 95.00% CI of diff. Significant? Summary Value
B-NLC-E
1M vs. 2M 0.1200 0.08500 to 0.1550 Yes AR <0.0001
1M vs. 3M 0.2500  0.2150 to 0.2850 Yes i <0.0001
M-NLC-E
1M vs. 2M 0.000-0.03500 to 0.03500 No ns >0.9999
1M vs. 3M 0.5400  0.5050 to 0.5750 Yes i <0.0001




Table S13. Statistical analysis of Pores sizes

Mean  95.00% CI of Adjusted P
Dunnett's multiple comparisons test Diff. diff. Significant? Summary Value
B-NLC-E
1M vs. 2M -3.600 -3.897 to -3.303 Yes <0.0001
1M vs. 3M 9.650 -9.947 to -9.353 Yes wott <0.0001
M-NLC-E
1M vs. 2M 0.5900 0.2927 to 0.8873 Yes <0.0001
1M vs. 3M 10.61  10.31 to 10.91 Yes wone <0.0001
Table S14. Comparison of measuring options for B-NLC-E and M-NLC-E
Measuring options Mean values
Formulation 0 hr 1M 2M 3M
Skin melanin B-NLC-E 2433 24.30 2438 24.09
i metant M-NLC-E 24.39 21.61 21.02 18.73
Skin ervthema B-NLC-E 52.69 52.35 51.76 51.92
erythe M-NLC-E 56.82 50.57 47.25 43.00
Moistur B-NLC-E 41.48 41.41 41.29 4158
oisture M-NLC-E 45.82 53.64 53.95 55.95
NLC- . . . 14.
TEWL B-NLC-E 14.09 14.09 14.00 00
M-NLC-E 14.09 12.64 12.45 10.82
Skin oH B-NLC-E 4.79 478 4.77 4.76
mnp M-NLC-E 475 478 478 475
Skin Elasticit B-NLC-E 67.64 67.73 66.36 67.45
tn Blastiaity M-NLC-E 67.09 69.27 71.45 78.09
Skin Sebum B-NLC-E 1591 15.36 15.00 15.18
¢ M-NLC-E 12.63 10.63 10.18 8.36




Written consent sample

COMSATS UNIVERSITY ISLAMABAD, ABBOTTABAD CAMPUS
CONSENT TO PARTICIPATE IN RESEARCH STUDY
Short Form Written Consent (used with oral consent form)

STUDY TITLE: “Complete Skin Investigation of Mangifera indica L. Extract Loaded
Nano-lipid Carriers Green Topical Formulation” on skin of volunteers in Population
of Abbottabad.

Principle Investigator: Dr. Atif Ali
Investigator: Zaheer Ullah Khan
WRTTIEN CONCENT

I confirm that the researcher has explained the elements of informed consent to the
participant. The subject knows that their participation is voluntary, and that they do
not need to answer all questions. The purpose of the research as well as the risks and
benefits have been explained. The procedures as well as the time commitment have
been outlined. The participant understands issues of confidentiality.

Participant name

Participant signature




