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Figure S1. In vitro cytotoxicity effect of carriers on (a) NHDF, (b) HaCaT, (c) Me45, (d) 451-Lu.

24h - 16.48%

Figure S2. Increase in confluency of (a) Me45, (b) 451-Lu cells treated with compound III (c = 100

pg/mL).
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Figure S3. Microscopic visualization of NHDF cell line after senescence test.

Table S1. Average cell confluence after 72h.

Me45 (%) 451-Lu (%)
conc. [ug/mL] 0 100 0 100
CIR 53.26 - 25.94 -
I 86.70 32.48
II 85.28 37.95
I 85.96 26.04
I\ 81.98 33.87
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Table S2. NHDF and HaCaT cell cycle after carrier addition followed by 72 h of incubation in

comparison to untreated controls (CTR).

NHDF (%) HaCaT (%)
subGl GO0/G1 S G2/M subGl GO/G1 S G2/M
CTR 17.9 623 6.7 13.0 9.5 60.2 187 116

I-3 ug/mL 19.5 657 48 99 10.7 562 173 1538
I-100 pg/mL 19.4 67.7 42 87 13.8 547 194 122
II-3 ug/mL 214 60.5 65 116 8.7 577 185 151
II-100 ug/mL 22.6 61.0 5.6 10.7 12.6 547 200 12.6

III- 3 pg/mL 222 626 50 102 8.4 580 190 146
II-100 pg/mL 259 532 76 133 8.1 322 261 336
IV - 3 ug/mL 26.0 609 47 84 8.0 587 192 142
IV -100 ug/mL  26.3 502 95 14.0 9.9 274 245 382
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Table S3. Me45 cell cycle after carrier addition followed by 72 h of incubation in comparison to

untreated controls (CTR).

Me45 (%)
subG1 GO/G1 S G2/M

CTR 29 8.7 28 76

1-3 ug/mL 25 905 23 47
1-100 ug/mL 24 911 22 44
M-3ug/mL 29 909 27 36
M-100ug/mL 26 912 27 35
M-3ug/mL 35 8.1 38 65
II-100 ug/mL 41 889 24 47
IV-3ug/mL 29 875 30 65
IV-100ug/mL 31 900 23 46

Table S4. Results of Annexin V/PI double staining apoptosis assay in NHDF cells.

o
NHDF Carrier concentration [ug/mL] A-/PI- A/:) /I(:Lcells 1251;1- A+/PL+

CTR 0 95.82+0.24 136+0.18 1.64+0.15 1.17+0.13
I 95.34+0.85 229+050 1.37+0.16 0.99+0.37
II 3 94.45+049 255+0.12 147+030 1.52+0.21
111 9226+0.79 241+0.39 299+0.33 234+0.14
v 93.77+0.65 236+0.53 248+0.38 1.39+0.20
I 9542 +024 1.62+0.14 145+0.17 1.52+0.23
II 100 95.27+0.16 225+029 1.24+0.16 1.24+0.20
111 8295+0.74 6.19+0.45 526+049 559+0.27
v 81.78+0.62 6.18+0.39 6.49+0.75 5.55+0.29

A-/PI-: Live cells; A—/PI+: Necrosis; A+/PI-: Early apoptosis; A+/PI+: Late apoptosis.

Table S5. Results of Annexin V/PI double staining apoptosis assay in HaCaT cells.

0,
HaCaT Carrier concentration [pug/mL] A-/PL- A/f /g;cells * i?/i’l- A+/PL+

CTR 0 85.07+0.67 14.58+0.72 0.19+0.06 0.17+0.04
I 84.34+1.28 15.05+1.30 0.23+0.07 0.39+0.10
11 3 7991+0.32 18.70+0.18 0.42+0.04 098+0.14
III 81.74+0.70 1755+0.71 025+0.04 0.45+0.09
v 78.77 +0.79 20.62+0.78 0.19+0.04 0.42+0.10
I 88.50+0.83 11.26+0.80 0.05+0.02 0.19+0.05
11 100 90.66+1.19 9.12+1.13 0.08+0.03 0.14+0.08
III 83.40+080 1494+044 034+0.13 1.32+0.42
v 87.67+1.12 11.64+1.05 021+0.06 0.48+0.16

A~/PI-: Live cells; A—/PI+: Necrosis; A+/PI-: Early apoptosis; A+/PI+: Late apoptosis.
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Table S6. Results of Annexin V/PI double staining apoptosis assay in Me45 cells.

Me45 Carrier concentration [pg/mL]

% of cells + S.D.

A-/PI- A-/PI+ A+/PI- A+/PI+

CTR 0 90.22+1.63 9.68+1.60 0.03+0.02 0.07+0.03
I 91.72+142 820+139 0.01+0.01 0.07+0.04
II 9210+151 7.80+150 0.01+£0.01 0.09=0.03
III 3 91.04+161 871+x152 0.05+0.04 0.19+0.07
IV 9090+154 894+151 0.02+0.01 0.14+0.05
I 86.05+1.49 13.86+1.45 0.01+0.01 0.08+0.04
II 100 87.60+250 12.30+2.48 0.01+£0.01 0.10+0.04
III 85.53+221 14.23+220 0.04+0.03 0.19+0.06
IV 89.68+1.79 10.12+1.78 0.04+0.01 0.15+0.05

A-/PI-: Live cells; A—/PI+: Necrosis; A+/PI-: Early apoptosis; A+/PI+: Late apoptosis.



